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(57) Abstract: A melanin-con- 
centrating hormone antagonist 
y ' / 1 \ which contains a compound 

I ~* N : \ I / represented by the foraiula or 

\ f^0, y a salt thereof: (I) wherein R 

represents hydrogen, halogeno, 
or an optionally subsUtuted cyclic 
group; X represents a bond or a 
spacer in which the main chain has 
one to ten atoms; Y represents a spacer in which the main chain has one to six atoms; ring A represents a benzene ring which 
may have other substituent(s); ring B represents a five- to nine-membered nitrogenous nonaromatic heterocycle which may have 
other substilueni(s); and R' and arc the same or different and each reprcsents hydrogen, an optionally substituted hydrocarbon 
group, or an optionally substituted heterocyclic group, or and R^ may form an optionally substituted niu^ogenous heterocycle in 
cooperation with the adjacent nitrogen atom and R^ may form an optionally substituted nitrogenous heterocycle in cooperation with 
the adjacent nitrogen atom and Y. The antagonist is useful as a preventive/remedy for adiposity, etc. 



BEST AVAILABLE COPY 



wo 01/87834 



Page 2 of 285 



wo 01/87834 Al liHllillliiiHilliin 



x^mx&^o 



(S7)Sf!|: 




(I) 



wo 01/87834 



1 



PCT/JPOl/04015 



m m m 

5 i^m^m 

10 m-mTmithh^-^tb. 0r<(D^m\zt-ox. ^<^t(Dtii^f3iWif^x 

mm\zf3:^'D^$>^. mmit-^^\zmmm^ mje. mfmitmfsiE(D^m 
15 mz'Mm(o^mt:^x^^t\z^f)s mm0k^i^m'S:hrc^-rzt%fK<^ 

-C*Slc:t>*^*>t)^-r, jE^T'^Xiiii'^T, S:t»){i<^ittM'>b, :«>o 
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10 bh'□4^v'Cl_67;^n=^v'^ 7v';k nhp, hVy)V:ta^^A. 
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20 C3_e->i'D7;W'>-n;k Ci_67;i/n:^x 7'>;k 7U-;k 7 

'>Ci.e7;WK Ci_67;wi/0C,_67;WK co^r^*. con 

R^°R^^ NR^OR^i (Zlilt. R^°*J;atR»ni»iLLT7K^^fc«Ci 
-6 7;V^;i/Ta5i.) T^D ; 
25 ^"^^XS-^^XmLhX. im^tdiX(Z^_^y)],^)ViiM ; 
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;i/-2 ' -;>^5^;i/lf7x-;i/-4-*;i/J^-;i/) -2, 3->^kHD-6- 
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^fc«AfACR5 = CR«^7fc«CR5R« (^Jlt, R**5cj:afR««3&atLT 
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20 nfil*fe«2Ti&:3T ; 

R''R''),-D (iiJic. tuo. i^rcU2X'$>r). D\mm. mn^Tc 

MWmiiLXU. [7- (2-$^^5^;P75/Xhc;|r>') -e-^h^v"- 
3. 4-5^tHP-2H-^yU>-l-^;W-[2 '-^5^;P-4 '-(5 
-^^^^U-l. 2, 4-:t^-tJ-i?7y~;i.-3— r;i/) k*7x:z;i,-4-'f 

;w^i5'y >-i=[7- (3->'pt5";i'75/yptr;i/) -6-/h4^>— 3, 
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21 tr^ U B - N R " AR 2 4A (^^f, g ttiSi^7;W4i 

i/>»*.^-r. R^'^^jtiyfR^^*©, [^-x«M5^t>T, 7i<.mm^x\mwL7 
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^Wi7)Vn^->tiM:i)VUmum.7JVn^>'m. tf U >?;P^««liSiK7 

If u 5 e^>^±«g^7;wps$rr-5 ^t(o$>^ if u 5 
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ig«R7;i/=*^;i/«, tKSI*, Apy>M^xtt^giK7;P3=^=^i/«$^T. 
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16 ^^T. '^>'y7-feif>#:fe©4, ^m^%^m^\tr-mk^-x\t^'BM 
y>M^^WT§^>y^;p«£^^®B5iaR''Ri;R^*^i-. ) . »-o- 

CO-ANR«R^ (A^fJlBtClnl'i;, R^Rt/R^i, l^l-X^WcCoT. * 
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Y«im©M^ic 1 L 6 ©X'^-if- * ; 
10 ^ ; 

- X%^<. R''«P^-r^g^E^:feJ:OTi:i:'btcSm»^WUTViTt)J; 
W § ^ ^ ^ >*§^^J ; 
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Tt)cktilf7x-'j;H?J^Vi. Sfc, Y«-CO-(C(Ra)H),a- (Ratt 
6) Xfj^^mcommfSi^^^Ll OOX^—^-X^*), K^^^UK^^im 
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1 2) jS; 




1 3) R ^ R 'tii)mmt^^mm'ftthizmmm^^]^x\^^xh^\,>t 

14) Ri^'J;D^'R2/{>^*Ci„67;i/4^;i/Ta&§Mt3 5) IB«©{b^# ; 
20 1 5) HufB5) BWL(Ditfl^^rc\t^<Dm^^^hXfS:^mMm^^; 

16) ifias) umoit'^mo^uYyy^ ; 
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10 S$ ; 
15 & : . 

20 19) Rf)^7mM^X$>^mmi 8) IBic©{b-&#i ; 
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— N 
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1 0 M (^f ^ L < 5 s&tt 6 m'^mm^mms^ ^mtn^ i ^n:\t 3 m 

>^7V-;K l,2.4-5^T>'7y-;K 1, 3, 4-5^T>'7y-;k =^^/UX 

r^^^#;^»j ©m#:«sitLTft. 2-.3-^;fctt4-tf7xnU;i^:3 
- (1 -:^75^;w -1, 2. 4-:^-^iJ->?7i/-;i/-5— f ,• 3- (2-:J-75^;w - 

15 1.2. 4-:t^lJ-$;7 V^-;i/-5-'f ;i/ ; 3- (2-^>\/7^n;U) - 1, 2. 4-;t-^ 

iJ->^7y'-;i'-5— r;!/ : 3-7x-;i/-i,2.4-:f^ij->^7V-;i'-5— r 

(2-^>X:t^-^^/V)V) -1. lA-^^^-J7'J-)V-^-^ )V ; 3- 
(3-'r > H U;W -1. 2.4-:f^lJ-S^7\/-;i/-5-^;P ; 3- (2— T > H U;i/) 
-1. 2.4-:t=^rU->?7y-;i/-5— ; 4-7xr:jl/5^7l/'-;i'-2— f ; 4 

20 -(2-^>'\/7^r:;W5"7y-;i/-2— r^W ; i-y3i:z)V-l,Z-:i-^-^V 
-;u-5-^;i/: 5-7xn;i/-^y5"7v^-;i/-4— r;U; s-yxn;!/:^:^^ 
iJ-y-;i/-2— r;i' : 4-(2-«-;i.)7xn;i/ ; 4-(3-5^x-;u)7x- 
;i' : 3 - (3 - tf u 7 X ; 4 - (3 - tf u v*;!-) 7 X ; 6 - 7 x-;i.- 
3-krU ; 5- 7x-;i/-l, 3. i-:t^^i^7V-JV-2-^ )U ; 4- (2-± 

25 75^;U)7x:iJl/ : 4- (2-^>'Jy y-)\,)y j^-JV ; 4,4'-5^;i/7xn;i/ ; 
5-7x-;u-2-tfUi?;i/: 2-7xr;i/-5-tfU5-:?-;P; 4-(4- 
t!Ui^;^)7xr:;^; 2-7x-;i'-1.3-:t=^^U-y>-;W-5— f;!/; 2.4-i; 
y 3:::i)V-l,3-:t^^'/-)V-S-^ )V ; 3 -7x-;i/— f y:t^lJ->/-;i. 
-5-'f;u : 5-7 xr:;!'- 2 - 7 U;i/ : 4- (2-7 'J;i/)7xr:;i/;Jj:£;5W 
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mBVfz mmmmi om-^xh. r^^ic e l 1 4 (Dmm^^tcit 

5 m^V< \t 2-. z-^rc}t 4- H 7xn u;i' : 6 - 7 xn;i/-3- H U 
5-7x-;i/-2-tfU5^;i'^a J d<$f*bvi. 

:/5^;k i^^n^y^jv. 5^^p^+'>;k >'i?o^y5=^;K s^^o^t^^^ 
-;k >^^p^>t--;k 5^i^P^^-fe-;K '>i?DA:/xn;K. i^^p:^- 
»^*b<, ^Ot>t^'>iJ7PA^>';i/W^bv^. 

w ^m\tn^ am^ 1 fiiiii± m^\t. i~3 li) <&-^ti 5 1^^^ L8m.<D 

7\/-;k 7-hyh}ia:t^^'/'-)V. T-h^\i\^a-(V:t^-^V-)\^. t! 



wo 01 /8 7 834 
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22 

;<5"i/>-r 5 >;^j:^j&«^^f ens, 

b < « 9 ^fcJ* 10 *©lil^#^^#^#;^t^g;^j:£;5J^tf ^ tl^o mm 
izit. >^tKn^>v^7^x }«P^>X-f >?kh*D^> 

;K >'kHD:^7h[2,3-b]5^:t7xX xh^t: HP-f V+y U>. 

X xK^tHP7x:^->hU>^x A:^^•^^tHP7xy5^Tv^x a^^-^- 

kKP7xy:^^1j-e^>, 7^h^t:KP7i$'^$^>, T^h^t HP:h7^'Jv 
>.-rh^hKP4^:^yu>, x h KP5»y u X xh7t:HP;!7;P 
Ai/-;K xh^t HP-j3-;^7;U5}^'J>. 5^h^kFPTi^U>^>, 
7 k F P 7 x::h^?>. x h 7 k H P5^:t=^-1i->x>;ij: ^^t^tf en^. 

20 ;&^J?*bVi„ 

<«7x-;k kpu;i^7i^) ($F^L<tf7x-u 



15 



26 
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5 T'ba;Vi C i_e7;WW^^. g«lS^feWl/TViT%iVi C 7_i977;I/^;K 
kh*P^'>s itij|»!£WbTViT'ba;ViCe-i47U-^;i':t=^'X fi^S^ 
bTViT'ba;Vi C 7_i977;Wl':*-=^^$^. iS«IS?£#bTViT'b<J:Vi C g-i 

47U-;i--:^;i'A^'r;K 75/. 7s.y-c ,.,r)V^Mm^ rs./;^^ 

10 =^^;P75y (i^j. ^5";i'75y> x^)V7b.^. 7'ptf;w75y, -ry:/ptf 

J. i^x^;i/75/. i?yptr;u7sy. 'j-^^j-m^j. x^)\^^^}V7 
5./fSiE). ^y-Ci.,7)V^}V7^y-Ci.i7}v^}vm^ ^^;i^75y 
x5^;i/75/^5';k :/Ptr;P75y;t^;K -fv:/Pif;W75y 

15 x^;k 7'5';i'75yx5^;p?5:a, v-c i_67;wi'75y-c i_67;i/^ 
;Kf!l^ e>^^5^;i/75/^5^jk >'x5^;u7$y^5^;K >?>^pif;i'75y^ 
5";k >'-i'V7'Ptf;P75/x5";i/> >?:/5^;i'75yx^;i/:^^)> s^s§ 

#bTViTt)<fcVi 5 J^CVib 7 MtS»S^75 / ^am^^^WbTViT*) J:^^ 5 

20 ^^fen-s. 

25 

J; c 6 - 1 4 7 U -;k ems^^bx ViT t) J: 5 J^tVi b 1 0 A^mtmM 

m&fji^^mm&t lx^vx^^x^^^^^ 



wo 01/8 7834 
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24 

Dtr;K -<yyDtf;k >^5^;k 'rv>^5^;K sec-:f5^;K tert-:f5^;K 

5^;k e^7;v:tP>^5^;K hU^DP^5";k hU7;w:tD>i5^;k X5^;k 
2-yD^x5";k 2.2,2-hU7;i':fPx5";k ^>:$'7;p^px5^;k y 
PH;k 3.3,3- hU7;P:tP:/Ptf;k ^yyptr;k :/5^;k 4,4.4-h 

16 U7;P:tD>^5^;k -ry>^5^;k sec-T'^^jk tett-:f^M ^>5^;k ^ 
y^>5^;k ^>:t^>5^;k 5,5,5- hU7;i/:tP^>5=-;k ^=*^$/;k 6,6.6 

- h U :7;i.:tP^4^S/;p;^j:^/&«^frf eti-s. 

mm rAP^Mi::$nwTt)j;ViCi_e7;i'=^^;pj fc;fett-5Ci_67;i.^;i/ 

20 i)mfiE,tl^o 

yptf;!', s>i'p:/5";k >^i'p^>5^;k s>^'p^=^^>';i/^aj:c^/5^^tf 
Sns. .:ft#^aii:bT«, >'i57PyPlf;k -yi7U^=^)W >'^P^>5^;k 
>'^P^=^^i/;k 4.4->?^PD>^^p^:^ij/;k 2.2.3.3-xh^7;i/:tP 



2S 



wo 01/87834 



25 
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6 4.4.4- hU7;i/:tP:/h*>^. 'TVl/h^S^. sec-:/h^v'> 

□ tr;V5":t> ■i'y:/Ptr;u5^:t. 4.4.4- NU7;i/:toy5^;i'5" 

hU7xx;M5^;k 2-:^75^;M5";^> 2,2->'7x 

n;i/X5^;K 3-7xx;i/yptf;K 4-7xx;i/:^^;k 5-7xx;p^>5" 

tvx\t. m^it. /\Dy>m^m. yvM> a^mfi^). c 

hD> v'T/^ Apy>'fb$nTViTt)a;ViCi_6T;m^;k AP^xb^n 

TViTfca:ViC3_6>'^'P7;P=^^;k AP^^>'ft;^nTViTt)J:ViCi_67;i' 
25 n^'X APy>{t$nT.ViTt)cfcVi C i_67;Wl'5^:t> t HP^X 

y> ty-Ci_6T;wi/75>?(«Fi|, ^5^;i/Tay, x^;i^75/, :/Ptf 
;i/75y> ^y:^Ptf;i/T5y, :/5";i/7 5 'J-c^.^7)\^^)i7 
s.ym> P?^^JV7^/. i^jL^jVT^y. i^7'pt!;w75y. i^:f^}\^T ■ 
x5';M5^;W75yfj:a> 75/-C i_67;WK^!i> 7^7^^^;^ 



wo 01/87834 
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6 5^;w75/;t5^;k e^yptf;i'7$yj>^5";K $^-fyypfc!;i/75yx5^;k 

;i/At-r;k Apy>'fb$nTViTt)<fcv:> c i_6T;1/=^^;i^-^;1/3J^-;k c ^ 
_67;i'3^v-;^7;i/fc;KM> ;< h4^>-i7;Ufc;k x h^^;57;i'fc;K 

10 ^;i^-;i7;w\*^'r;KR ;^5";u;«7;i';N*^'r;k x5^;i/>?7;u;w;i/j&^)» 
s?-c i_67;u=^^;1/-;?7Jua'^^;K^s|. i^^5^;i.;itj;i/A^>f ;k i^x^^jP* 
;wtt-f ;K x5^;i.^5';p;«7;WN*^<;p;^a. AP^>-fb$nTViTt>J;Vi 
Ci_e7;wpx;i'*:x;k 3jN;P5;P7$y» ApyMb^nxviXfeiViC 

15 =^^i^:^7;i'xj^+if$ h\ xh+^/;^7;^5^?^1^-$ h\ ypj)?^s/^;i/5}^^u-5 h\ 

x;i^j}Nx;i.7^y, x.9■JU7.}l:^=l}V7^yt^^), c,.,7)V^jv-^)].^ 
:^ju:t^->m. 7±h^->. yp/t/-r;p:f4^>';a:a> C i_e7;Pn:^^^- 

;«7;UJ}?x;P:t^v(^f!l, ^ h^^^'>;«;;P!i?-;P:t^'>, X ^:^^v;^7;^fc;^:r4:• 
Ci_g7;i'^;i/-;«7;PA^<;p:t=^^v(fy, ^5^;i';t7;i/AqE^;^;t+5/, x^ 
)i:tiJW'<^^)V:t^->tjia). i}-c ,-67)V^JU-:fy)W'<=e-()Vt^>'m. 

e^-C,_6 7;Wl/ t KP^>'X5"jP;5:a ;a:£*s#tf ^nSo 

c:c:t> rApy>'fb$nxviX'ba:ViCi_67;wi/j , rApy>-ft$ 
nxviXfeckViC3_e->i^P7;i'=^^;uj , u\uy>it^nT\^^xh^\,^c , 

.s7)l:i^i^i > TAP-irMb^nxViXfeitiC i_67;WW5":f-j 



wo 01/87834 
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ISm, 3^mfSiE)^^bX\,^X^J;:\^^C,.^7JV=¥J\^7.)V'^=.)\/m> 

^5".;i/x;i'*;-;p> x5^ji/x;P*ri;K :/Dfc!;^;^;^7j^n;k 'ryyatr;!/ 

X\£ m«> UjiVibS^S, ii?^L<^ilfj:lril/3fiCDAPy>m^(«H|» 

:^^D-S.\^m. 7-feh7$h\ T^n/t^TS h\ ^ iS' >7 S hVj: ^ 
#tfe»tl§. :Sr<*:«3JibTJi, ^^(f7iih7^h\ h U 7;i/:tP7-fe h7 
25 5h\ y'D;i>7SK> y'i5'>7^ hVj:f*5#lf &n§. 

tfliE m^&^^VX\,^Xh^^^C j-is7y)V^)Vt^'yi \Z^Vf^ rc 



wo 01/87834 
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^)l^:t^iy. 2-i-y^}V^^)Vt^iy. 2,2-S^yx.-)VX^}V:t^iy, 3- 

^ '"C6_i47U-;i/-:^7;i/A^-f;>j iiLxfi. 7x-;i/;^7;i/A^ 

,^7v^)i-:^)VA^^)Vi \zm^ mmmi thnt. mm rg^ss 

©d^ffi ens. B^SO^^i, ^J;l« Ita^^L^m. m^L<\tl ti^^ L 3 

nxviX'bcfc^i c i_6 7;wp;^;1'j1n-;k B«iS^WLTiiTt>J:Vi c 
47U-;k «ma*#UTLiT'bJ:i.iC,_i977;p=^^;k mm^^^vx 



wo 01/87834 
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X5^u;k 3-7x:i;i/-2-yD:/-2-x-;u;^^) , Ci_^7)V^)i^- 

,.^7)V=^)V7s./m. i^^^)V7^y> 5>x5^;wT5y, 5?:/oif;u75 

10 w^m^s-Ci_6 7;i'^;.K^j, trau>'x;M5^;i'/fea ^ d^v^ls 
mo) c i_67;i/=^^;i/'rg^$tiTViTt> j;Vi c 6.147 ^j-)V-7^y -c 1. 
s7)V^)V 2,6-$^^5^;i/7xn;i/7$/;<5^;i/:^^) 3^£)6^We)n§. 

15 JiiiT?, rAa^Mk^nTiiTfecbiu i-67;wi'j . rgi^s^wb 
TViTt)J:i^^C7_i977;wi/j tbT«, ^n^'tiMis mm&^^^x 

o\uy>if^nrv^xh^\f^ c i.i7)V^)V-:^j\/^:=.)Vi , rAodr> 

20 bTViTt)J;ViC7_i97^;u=¥;uj ti*5Jts rsj^Sj tbT^j^bifet)© 

rsms^WbTViT'b<i;ViC6-i47U-;i'j \z^n^ rce_i47U-;vj 
ttT«, 7xx;k \-i-y^)V. 2-i-y^}V. 2-'r>xx;K 

26. ^ ritisi3|$#LTViT'bJ;ViC6-i47U-;Pj \z^n^ rg^^J i:b 
T«, MIB mmm^^LX^f^Xh^^^C ,_ig7y)V^)V} rggi 

$f ^ L < 1 /^cjvi L 3 <@-eab^o fi^S»' 2 i@ijji±0«^, ^gi^lSfil^ 
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Mrg^S^WbTViTt) cfcvi c 6-14 7 U.-;p-;j!7;i/fc;i/j \zm^ rg 

mMM=f'^i:.xmMmi-ti^ ^Witn^ l l^tdit 2 a, b < l b 4 
mo^T-umi-^^ts 5 ^Vib 10 (^glitSfett 2 5li?:)5!rS;^:^5^5S« 
d^^tf^nS. m«, .2-^fett3-5^xn;i.;2-,3-*fc» 

4- t!U ; 2-Sfctt Z-yV)V ; 2-, 4-Sfcfi 5-5^7!/U;> ; 2-, 4- 
15 *;'S:«5-:t-+-y-yu;U: l-.3-*fe«4-bf^\/U;i/;2-lf^i^*-;i.; 2 

4-^fc« 5 - tr 'J 5 ; i -. 2-^rc\t 3- tfn u;p ; 1 -. 2- Sfctt 
4— Y 5 ^\/u ;i/ ; 3- tfcfi 4- tru ; 3— r y5^7yu;i/ ; 3— 1- y 

^^1i-'/^J )V ; l,2,4-:t^D-:^7'/~)V-5-^JV;l,2,i-:t^^i>7V- 
;W-3-1';U ; 2-. 3-. 4-. 5-Sfe« 8-+/ U ; 1 3-. 4-, 5-. 6-. 7 
20 8— r V=^^/ U;W ; 1 -. 2-, 3-. 4-. 5-, 6-*fcH 7— f > H U 

;W;l-.2-.4-*fctt5— <y-r>KU;i/;l-.5-Stt6-7iS'7i^n;i/; 
2-,3-*fe^i5-^y^1^Ur:;^:2-,3-.4-.5-*fett6-^>\/7^r: 
; 2-, 4-, b-^tcU 6-^>y5F7l/ U;P : 1-, 2-. 4-. i-^tcit 6-^ 

25 Mrtt^s^^bTViTfcj;vi5;feVib \oM.^mmmmmmi\zm^m 

f), nhp, >>7/, ;\uy>if^tix\,^xh^\,^c ,.^7)V^)V. c^-ia 



wo 01/ 87834 Page 33 of 285 



WO 01/87834 PCT/JPOl/04015 

31 

75/, 75/-Cl_67;^*;^(^J^ 7^y:^^M 75^X5^ 

;k 7$y::^atfjK 75y:;'^;i/;^a. ^/-c,.,7)V'^)V75.ym. 
^5^;i/75y, x5^;i/7$y, :/atf;i/75y. -ryyntf;i/75y, 
)V7^yr^E). >?-c i_67;i/^;P75/(^> >'p^5^;w7$y, >^x5^;i/7 

10 5/, i^yafcf;P7$y, $;7^5";k75y> x5^;M5^;^75/;5:a^ ^/ 
-Ci.67)V^}V72.y-c,.s7)V^}Hn. ^5';i'75/>c5^;k x5^;i/7 
5y;t5^;K yotr;i'75y^5^;K -ry:7'nfcr;v75yx5';K :/5^;i/7 
$yx5^;i/;^^). i?-Ci_67;wi/75y-Ci_67;WK«»h 
75y^^;K >^x5";i/75yp<5';K s^:/Dtf;i/75yp^5^;^, e^-rv^ 

15 ptf;i/7$7x^;k >?:^^;i/75yx5";i/;^^), s^^cCVib 7M^fpm^:«t7 

dJiT, rADy>{b$nTViTt)a;ViC,.67;i/^;uj , o\ui>*>if^ 
20 nTViT>bJ:ViC3_6->^a7;i^4^;i/j , rAn'>*>^b$tiTViTt)a:i^iCi 

_67;m^s^j , rADy>'fb$tiTLiTt)J:ViCi_67;wi/^:tj ^ rg 

c 6-14 5' u-;i':t=^^>'j ^ rg^ssWLTViTt>j;ViC7_i97^;i/=^^;i/^ 

Vi^^^Sj t3*5tt§ rg^sj rfi^g^;tbTViT'bJ:i^i5 75:Vib 7 
M^fP^4^75yj tcKU r5J^Vib7M«l?PS4^75/J tLxm^Lfc 



wo 01/87834 
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BulB r7v;l/j <i:LT«> m^it. ^: -CO-R 3, -CO-OR^, -CO-NR 
H\ -CS-mn\ -SOg-R^" » -S0-R3\ -P0(-0R3)-0R4 ^tc 

6 mt^^^. 1g^SS^tWT'fe)iVi1gl!igiS;R3-}l(i) 
Vi^^g!^ ; R nfcK^j^i^Sfctt C ,_,7)V^)V^^L ; R ^ ^ r <• t\tm& 

15 a)c i_6 7;i<'^;K^!ix.f^, p^^'jK x5";k :/pif;k -ry:/ntf;K 7^5^ 

;K 'TVr/^^K sec-y5";K tert-:;^5^;K ^>5^;K t*) ; 

20 •d)C3_e->t^D7;p+;Km«. ->i^pyDtr;K e/^py^^jk i/tfu^ 

mtm-^Lxi^^x^^v^ 

f)C7_ji975;WKMA^i, ^>i?;i/, yji^^jv. 5^7xn;M5";K h 
U7x:n;M5^;k i-:^75";M5^;k 2-:^-75^;M5^;k 2,2-$^7xr: 
;i/x^;k 3-7xn;i/:/ptf;k 4-7xx;p:/5^;k 5-7xx;p/^>5^;i/ 

J^C-i:), 0^b<«^>>?;K 7x^-5^;K 3-7xx;i'ypbf;U ; 
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:/-2-xn;i/;^j:£) ; 

rasi»*wbTViTt>j;viM«^»j \z^n^ mmm tLx\t. 

10 h^\^^Ci.,7)\^^)V^:t: tKP^->;7$y ; t y -C i_6 7;P^;U75 

><5^;V75y, x5^;u75y, :/ot!;i/7^y, -f yyph!;^7$y, 

:/5^;U75y7S^) (kh*a^>'Tttm^nWT'b<kViCi_67;i/^ 

;W 75y(^?iJ, >'pt9';i/75/, i^x^;i.7^/> >f':fu}djV7^y. .i^-i 
vfuifjvr^y. z^:f^)V7^j. x5^;ppt^;i/75/> (i:Kp=^^-> 
15 x5";i/) 75/;^^) ; i;^ViL3M0Ci_67;WP-efi^$tiTViT'&<fc 
ViC6-i47U-;i'-7^y (^J^ 7xx;i/75/. 2,6->5p^5=-;P7xn;i/7 
: N-Ci_67;p^;i/-N- (c i_67;wn?sm:^nTViTfe 

J;ViC 6-147 U-;P) 75/ (^J> N-^5";i/-N-7xx;i'7$y> N- 
X5^;i/-N- (^5^;i/7x-;W 7^yiS:E) ;XhPTgJSfe$tlTViT'bJ; 
20 V5 5*;^«6M0#SI^^S;^S^5S75y («ai> nhPtfU ':^;i/75y;S: 

£) ; :f c ,_67;u^;PTM$nTViTt)a:Vi 5 ^av^b 8 M®m 

(««J. X h ^ k H p 7 u )w tr p u i>x;i/, :f V tr 

26 ;i' ; AP'j^>'fb$nTViT'bJ;Vi c ,_67;i/+Ji^-:^;Pfc;i' ; c i-67;i/3 
=t^>'-:jtj;i/2l?x;K^?ii. pi>:^^s/:j!j;i/jHx;K xh^v*;i/3l^x;K ::^pjJ^^ 

5;^ViL iOM7^#;^^^^S;m^S$WbWT%)ii.U6_i47U«-;u- 
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jj^x;i/7$ y (^J. p<5^;i/x;i/Ji^-;P7$ , x5";i/x;Pxrcx;i/75 y Ti^) ; 
^) ; «ifeS<£WUTViTt)cl:Vi c 6-i47U-;i/-5!7;i/3i^'r:;U;e-^~> ; c 

I fim»*WbTViTt>.tVi C 6-i47U-;P-5t;;Wt^'r^:t=^^>' ; x 

-Tab 13 T T i^iT 

^b^nTiriT'fectvi c ,.s7)i^)vx)vts=ijvj . ^J\u^'>^t^nx^^xh 
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5 S^WbTViT'bJ;ViC6-i4TU-;l'-*;i/Ji?-;i'J i:bT«. ^tl-^'tlM 

rg^»^ W LT ViT t) i: C 6 _ 1 4 T U ^ - J fc^ n 

3-7xn;W7'ak!;i/:f+>^:^j;i/Jl?-;K 4-7x:n> 

2-xy-r;K 3-ry'f;k 2-7n-r;K 3-7o-r;K ^ 
25 Bate rg^»$:tUTiriTt)j;Vi 5 j^viu 6 ft^g^^*;pA*t-r;H \z.^ 
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36 

«J:i^iC6-i4TU-;i/x;P7tN-;i.j , m^M^^Lx\,^xh^\^^c ^_,,7^J 

:^7;i/A^^;i/:t^s>j izm^ mmmi tvx\t. mm r«^»^wbT 

4 ^) <&^tp 5 L 1 4 ^ L < « 5 ^j: L 1 0 ^(D^mW^MmfS. Eifi 



wo 01/87834 
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mVf^Mo 5^:r7x>, t!n-;K ^S.^^Z-JV. 

\Ly-J-)\^s 5^7^/-;K -fV9'7V-;K :t^1f\/-JK -TV^^I^-y- 
;K k°Ui^>x tf^i^X IfU^S^X IfUiS^vX l,2,4-^^1^-i>7l/- 
;K l.3.4-:r^1?->?77-;K 1. 2,4-5^7>'7V^-;K 1. 3.4-5^7i^7l/ 

^>X:t^+)-l/-;K ^>y5'7V-;K ^>X-r y5^7\/-;K :?-7h[2,3 
-b35^:t7xX 7x>'^1J-5^-rX -OH-;!^, -TV-OH-^K IH—f 

X :^75'U>^x ^y^itux =^-:^yux 5»yux :^;wnV-;k 

10 i3-;j!j;i/Ji^UX 7x:^>^U>?X 7i>U>^X 7x:hi^>7xy5'7>' 
■ X 7x/=^^i^>?X 7i$';K S Hfji^O^S^IMm. Sfcttiltl^O^Gff 

15 X tin U e^>, 2-Sfe(i 3— r 5 i5^V^U X l—^^^^J^) X \/u 
5^X 2-^fc«3-tr^y'UX E^yU>?X 2-5^7y''JX br^u>?x 

20 i/^ o [2. 2. 1] ^yij' x^ twtf e»ns. 

xmnW<=i-ii^hWitt\.^ 1 Sfc«2S> ^•^\^<\%. 1 ;^ViU4i@cD^xnli 
T^^tr 5 fsx^x^ 10 M<^(#^^*fe« 2 ]l3S;)1gm^*T^§. 
m%.\t. 2-Sfctt3-5^X-;i/; 2-,3-S;^c«4-fU>?;P; 2-*fcJt3 
25 -7U;i/ ; 2-,4-^fc«5-5'7VUJU; 2-,4-S;fctt5-:t=^^1f!/U;i^ ; 
l-3-*:fc«4-tr^yU;P;2-tf^i^n;U; 2-, 4-*fcJi5-t!U5 5^ 
nJV; l-.2-^;fc«3-trPU;W; l-.2-*fctt4— T^^VU;!' ; 3-* 
it}i4-t!'Ji5'*i^-;i.;3— ry5^7V'U;i/: 3-<V:t=^U-yU;i/; 1.2.4- 
^^•tJ- >^ 7 y-;!' - 5 — r ;p ; 1 . 2, 4- :^^^V>7 -3 - ^ ;i/ ; 2 - . 3 - . 4 
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-.5-*/tJ*8-^yU;U; l-.3-.4-.5-,6-,7-^fc}S8-^V4^yU 
)V; \-,2-, 3-, 4-, 5-. ?-< > H U;i/ ; 1 2-, 4-Sfc« 5- 

-r y ^ > H U ;U ; 1 -. 5- 6 - 7 ^J' ^ ; 2-. 3- 5 - +y ^tJ- 
U:::;i/;2-.3-.4-,5-^fett6-^>\/7^r:;i/;2-.3-,4-.5-Sfc« 
5 6-^>V5^X-;W2-.4-,5-^fc«6-^>l/5'7y'U;Kl-.2-,4-,5 
-Sfett6-^>X^5j5^yu;U;^j:£05^§«5lgl^^S:mff, 1- 2-* 
tcit 3- tTD U ; 1-, 2-4-Sfc(i S—f 5 ; 2- ^'fcfi 4 

r$i$^y'Jn;i/: 2-,3-^fc(i4-bf^yU5^n;i/; tr^US^y ;2-,3 
-^fc«4-tf^Ui^;i'; l-*fctt2-tf^^i:^n;i/: ^ji/zfsuy;3:£0l^ 

m mmmmvr\,^x%^\,mM^Mi izm^ rs^sj ^:UT«^ 

^H> iff*b<«i;^v>L3fiTa&§. M»W2m±©:©'&, 

R''-e^^n^ rc,_gT;i.4^;l.j i:LT«, mX\i. >^^)W x5^;K ^ 
Ptf;k -rvT'ntfJK 'i'yy5^;k sec-:7'5^;k ieit-:/^M 

2d v^^^mmmi \zm^ r^mmmmi tvxu. m^it. mm^^si 
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10 _^^7y)V^)\^:t^i^-ti)Vt^:^)V m. ^yi^)i^^^->:^)V-^=^)i^. yx.^ 

-tDW^^^Mm. i^^^}Vtl)W^'E^)V. z^X^JVtDVA'^'OVs X'^JV 
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r®giSSr^LTViTt)J:ViC6-,4TU-;i/-;*?;WN*t'r;i/j iLT«, 
mmtnrc7^ji)mif?>ti. ts-^LKJtt. jS.:.-m^-m \ -nr^-coor 

6a ^ -NRS-sOjR^N -NR«-CONR''«R«^ -PO(-OR -OR » ^^}t 
-POg-R" C^ff, R''tt7K^lI-?*fe«Ci_eT;P+;P;R««MIBR3«l: 
1^^^ ; R « • «f&iB R 3 ' <h Hiiil : R « " R 4 ^: mMm^^t) X^tl^T 

^)y)V:^u:^^)V')jm^-^S. YUE) . llilSSWbWT'fea:Vi C 6-14 

Xmm&^thx^^x%^\,^ c 6_i47U-;P-;^;;i^fc;i.) -n-c ^_^7 
;Wl'757 (M, N-4-;t h:^v^>V'^;l.-N-^5";U7$/?5:f) , 
WWk^^^VX\t^Xh^\^^Z,.^^7y)V^)V-tt}V'^^^^yi (M, '^>>f 

;p;i7;psj?^ij-$ ^*;^^) , mmmhx\,^x%ii^^^^mM^-ijm 

>^tnx\,^X%i^\^Z,.^7)Vu^iy-tl)Vi^^^^^ Ym. ^ 
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7sy, hlJ7;^:t-D^5^;^xJ^J^cnJ^75y^ x5";i/x;V3l^-jU7ay?^ 
5 f), fiifeSSrWLTViT'bJ:viC6_i47U-;i':^;i'*j-Ji^7^y 4 

FN- (s^s^*LTViTt>ckViC6_i47U-;i/-;?j;ufc;w -n-c 
i_67;wi/75yj , rg^s^wbTViTt)ctViC7_i97^;i/+;i'-:^j 

HJ , r«^»S:WUTViT'b<kViC6-i47U-;i/7^y*;i'jJ^-;i'7S/J 

tts rggisj tbTJi, ffiB rB^»<£WUTViTt)<kViC7-i977;u^ 

:t^i^ilim\i^ri. 01^h<\t. a::-0-COR^ -0-COOR^ -O-CONHR 
20 \ -PO(OH)-OR^ ^ItU-n^-^' C^*, R^fiirtBR^tl^itil^^ 

7;Wl/-:^7;i/Jj^::i;i':t=¥5^(«a|> 7-feh^v, :/OAV'f ;P:t^>'>^a, . 
fi^S<&WLTViTfea;ViC e_,47U-;l'-:*7;UfcJI/:t-^>'(^«l. '^^l/ 

.kVi C i_67;i/3^v'-;«7;i.3j?-Jl/:t=^>'(^, pi h^ri^^JVfc^l^^t^^v'^ 
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rsigg^;tbTViT'bi;ViC 6-147 U-;P-:<7;i/;w;u:t+i/j \z^n 

25 R*5J;lXAr'T^$n^ mmMt:^LX\,^Xh^^^m^Mi iz^\f^ rg 
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43 

ViT'bi:ViC i_6T;i'n:^^>' (^^L<fi. xh:^^->fj:i:) ;AD 

■10 y («^^L<«, ^5^;i/75y?5:t') ; >'-Ci_67;wi/75y (itf^b< 

bTV>Tfei;Vi 5 7 Miatt^J|^75 7 (Jf * b< 1, 3- 
>?t Hn-2 H-r y-f > H-;P-2-'r;i/?^«!f) ; «^«^WbTViTt><fcVi 5 
^ b 7 («^* b < « 4, 5 - k H P - 1, 3-:^-+^-^/- 

15 ; ^)VS.)V ; ^)V^^'> ; fi^«$WbTViT=b J:Vi C e 

_i4 7U-;i'-;)!7;Pfc;i. (tt!-^L<\t^>'M)VUE) ;g|IS^^bTVi 
T 6 _ 1 4 7 U ;i/A'qE-i' ;u ($f ^ b < «7 x::i;i':^7;w\'^ ;k 

ti^) ; Any>{b$nTViTfeJ:ViCi_67;P4^;i'-;^3;i'jl^+-tf5 H (0^ 

«^a§WbT^iT'bJ:VU 6-147 H ($fSb<(i7 
25 xx;U;)t7;PJJ^^1^5 H, 2-p^h=^^'>7xXJl/j!7;i/jJ^^1^-5 H, 4-;^h + 
v'7xn;i/:?!j;i/3|?^^1i-s H:^<i:) : il^»<&WbTViTt)i:ViC 7_i977;u 

^WbTViTt)<tVi^Si^1i^^-*;U7}?:^-tJ-5 H m^h<\t^>V^:^ 
7x>- 2 — f ;i.5!j;U5i^^-t?-S ; N- (B^^^Wb WTfectl/^ C 
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6_i4 7'J-;i/-;?7;i.fc;W -N-C ,.^7)l^^)V7^y m^L<itN- 

;/Npy>'fb$nWTt)J;ViCi_e7;WK^fF^t<ft, ^^jv. 
x5^;k :/Ptf;k hU7;i'^n^5^;k tert-:/5^;i/7S:^) ;hHD=j^iy- 
0,^^7)1^)1 m^h< it. \i}fn^i^:A^)VU^) ; Aay^b^tiTVi 
Tt)i;ViC3_6>-ij7P7;WK0^b<ji, v^DA^i>;i/}5:£) ;/\ay 
>{b$nTViTt>J:ViCi_67;i'3:^^-> (if^Ktt, ^h^S/. xh:*^'>;a: 
a ; Aoy>-fb$tlWT%J;ViCi_67;Wl'5^:t (^*L<«, 
^^ttJi^) ; \i\iU^zy; m^mt:mLX\f^X%^\t^C j_,g7y)V^)Vt^ 

(B^V<\t^>i^)V:t=^i^. 4-:^h^i^^>i^)V-t^iy. 
->^>i^)V:^^i^, 4-y)V:ta^>z^)V:^^z^^ 4 - ;^^)l^^^yi^)V 
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,7)V^)V75/ m^L<it. ^^)V7S.jr£ii) ; i^-Ci_6 7;i/^;P7 
5 7 m^L<\t. z^:^^)V75ytiiE) ; m^M^^hX\^^X%^<. ^ 
>if >S i:^^ b WT t> J; 5 b 7 *ga?PSiJ|^7 5 / (^f * b < 1 . 3- 

S^WLTViTt)cfcViC6-i47U-;L'-;^;Wt^-<;i/ ($f*L<«7xr:;i/ 

^IfS :B^S&WbTViT'bctViC6-x47U-;i'-:^7;U3}^^it5 
K (i?*b<tt7x:n;u:;!jji/jl^4^1f5 2 h^>'7xn;^:^^;^JH=^^U- 
5 4-^h^i/7xn;u:!{7;i//j^^-tf5K?5:a ; Blfe«?&WbWTt) 

20 ; mm^^^vx^^x^^^^i^^mmm-f3)vts^ii-5. h ($f * 

WbTViTtjckViC 6-147 >J-;i/-:^7;i'fc;i') -n-c i_67;wi'75 
y m^^h<^tN-4-:^h^^^^>v^)]^-N-^^)\^75/^^) ;m 

^S^^bTViTfe J; C 6- 1 4 7 U -;U7 5 y JU7K-;i/7 s 7 b < 
25 «7x::i;i'7^y;^7;^5l^-;P75yfj:f) ; g^S^WbTV^T'b.kVi C e- 

1 4 7 U j)^-;i/7 57 (l?Sb<tt4-;<h^'>7x 

7 5 y /^j: i*) ; SMS^^ bT V^T ck C e _ a 4 7 U -)V-ti}V-^=.M^ 
n^mm^^^n^eni *;fcJi2MbTl^iTt)J;Vi7x:i;k tf7xr:U 
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46 

^L<}i5-7x:z;i.-2-7U;w , 7x-;i/— rvjr+-y-y-;u (^s 

HU$?;p-7x-;p (^^L<«4- (4-trus^;i/) 7xn;w , 7x- 
;i/-ifU5>?-;v ($f^L<(t2-7x-;p-5-tftj5i^~;w 
7^:r;i.-7x-;i. (|!f^L<«4- (2-^>Vyy~)V) yx.-)V) , 
7ij;U-7xr:;i. (^^L<fi4- (2-7U;W 7x:z;i.) , IfDU^U (^f 

Rr^-^n^Au^'ymi'tLxit. m^uy^m. mm. a^m 

26 -CO-. -SO-. -SO 2-. -NR«- (R«fi7K^lg^, AD^Mb^n 
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(DC^.^TJV'^UXm^U. -CHg-, -(CHa)^-, -(^3)3-, - (CH 2) 
4-, -(CH2)5-, -(CH2)e-^ -OKCHg)-, -0(^3)2", -(l2-CH(CH 
3)-, -(CH(CH3))2-. -(CH2)2 C(CH3)2-> -(CH2)3 C(CH3)2-:^i:): 
i2)C 2.,7)V^=.UymPiU. -CH=CH-, -CH2-CH=CH-> -CH=CH- 
CH2-^ -CH=CH-CH2-CH2-. -CH2-CF=CH-, -C(CH 3) 2-CH=CH-, 
-CH2-CH=CH-CH2-. -CH2-CH2-CH=CH-, -CH=CH-CH=CH-, - 
CH=CH-CH2-CH2-CH2-3^^*) ; 

(3)C2_fl7;V^-^>(m}^> -C=C-. -CH2-C=C-, -C=C-CH2-. 

rs^S*WbTViTt>J;Vi 2ffi©c i-el^^^^^tTK^Sj iz^n^ m 
tK^S, nhn, v^jy. ADy>'fb$tiTViTt)ckViC.i_67;Vn=^i/> A 

P'>*>'(t:^nwTt>a:ViCi_67;WP5^:t, 7b.j. ^y-c^.e7)V^ 
jV7^>^m> ^5";i'7$y, x9-)V75.j. :/ptf;i'7sy, -i'v:/Dt!;i/ 
75^,. :/5^;i^75y3fea. i^-Ci.e7;p=^;w7^y v^^)V7^.f. 
^^x^}V7B.y. $;:/Dhr;P75y, i^>^5^;P7$y, x9^;i/^5^;i.75 y 

^b^nrviTfectVi c ,.^7)V^)V-ti)V^=-)V. c i_6 7;i/n4^>>-:^;i/7}^ 
-Mm> ^h^i^i^)Vyi^::i}W xh^S/:^;i/3H-;k 7'P4?=^^>';^;Ufc;k 
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48 

0\u^yi\:-^nx\,^xh^\,^c,_,7)V^)U-tim=.)V} . rAn-ir> 

it-^nx\^^xh^\^^c ,_,7)v^)vx)it^:=.)Vj tbxit.^rL^nmm rs 
^mm^^mLx\,^xh^\,^2m(Dc,.,wm^mihmMi \zm^ m 

U 7)Vt> C 5 _ 8 P 7)V^ ^^MO 2 <i(^7R^M^^I^ViTX#§ 
2«:*t#tf?,n^. ^miti.X\t. mXUl, 2—>^UO'^U> ; 
1. 3->'i^P^>5'l/>; 1, 2--^^a^^-yu>; 1, a-v'^^PA 
4-5>'^PA^v^>; 1, 2-^i?PA:/5^1/>; 1, 3 
-$^^PAy5^k>; 1, 4->^^7PA:/5^k>; 3->^^PA^-fe>-l, 

.4— ri^>; 3-5^^7 PA:^-k>-i, 2— i'i/>:2, s-i/i'PAc^it 
ViU60;^^-lJ— J T^D, $6{Cff^L<fS-0- ; -S- ; -CO- ; - 



20 



wo 01/87834 



49 



PCT/JPOl/04015 



SO-.; -SO 2 - ; -NR«- (R niMf3ti^:t^) ; ^^xsmmm^^bx^^ 
5 (1) m^m mkiy<\t. Auyym'?. 7mmu^) ^wbTViT'bj:vic 

^.a7)V^U>mA\t. -CHg-, -(012)2-, -(CH2)3-, -CH(OH)- 
(CH2)2-> -(CH2)4-> -(CH2)s-> -(CH2)6-> -CHCH3-, -CCCHg) 
2-> -CH2-CH(CH3)-. -CHCCFa)-. - (CH(CH 3)) 2". -(CF2)2-^ 

-(CH2)2 c(CH3)2. -(CH2) 3 c(cn 3)2-^^1) : 

10 (2) m^m (B^v<\t. Au^>m^. Ti^mmua) ^^vx^^^xh^i^^c 

2.i7)W:z.V>{mfUit. -CH=CH-. -CH2-CH=CH-. -CH=CH-CH2 
-CH=CH-CH2-CH2-> -CH2-CF=CH-, -C(CH 3) 2-CH=CH-> - 
CH2-CH=CH-CH2-> -CH2-CH2-(l=CH-> -CH=CH-CH=CH-, -CH 
=CH-CH2-CH2-CH2-;^^<J:) ; 
15 (3) m'^h<\t. AU^ym,^. imM1S.E) ^WbTV^TtjckVi C 

z.^7}V^:^vymx\t. -z=z-. -cHj-c^c-. -c=c-ch2-. - 

CH2-C=C-CH2-CH2-;a:i:) : 

(4) -(CH2)^iO(CH2)w2-' -(CH2)wiS(CH 2)^2-' 
-(CH2)wiC0(CH2)w2-> -(CH2)wiS0(CH2)w2-' 

20 -(CH2)wiS0 2(CH2)w2-> -(CH2)wiNR'(CH2)w2- ; 

(5) -(CH2)w3C0-, -(CH2)w3C0NRMCH2)„4-> 

-(CH2)w3NR'C0(CH2)w4-^ -(CH2)w3S0 2NR»(CH2)w4-^ 

-(CH2)w3NR^S0 2(CH2)^4-, -(CH2)„3C00(CH2)w4- ; 

(6) -(CH2)^5NR»C0-, -(CH2)w6NR*C0NR8»'(CH2)^6-' 
25 - (CH 2) w5 CH=CH (CH 2)^6 CO- : 

(7) -0(CH2)w7Ca-, -C0(CH2)w7C0-, -S(CH2)^7C0-, 
-S0(CH2)w7C0-, -S0 2(CH2)^7C0-> -NR ' (CH 2)w7 CO-, 
-COCH=CHCO- ; 

(8) -NR8C0(CH2)w8C0-, -C0NRMCH2)w8C0- ; 
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(R "itmrntmrnm^ ; r r ^tmmm^ wi ^i:.xsn mu^^i^^o) 

iJ^-D W3+W4 ifiOts.\t^hA^;^% :fe<J;UC w6 \t 0 fj: L 3 ©Sit^. w5+' 
w6 0 1 3 * ; w7 0 ;^ L 4 ; w8 0 b 3 ©Sit^^T) 

b<fi-(CH2)„iO(CH2)w2-> -C0^fR8-, -NR^CO-, -(^2)^300-, 
-(CH2)w5NR«C0-, -CO-, -(CH 2)^1 CO(CH 2)^2- (IB#ttiafBi:TO 

«s€:^-r) , ttmx ($f^L<ji, AD^>M^, *Bi»^ca <&^LTVi 

T'ba;ViCi.37;i'^P'>(M^«, -CH2-. -(CHa)^-, -(CH2)3-> 
-CH2-CH(Cfl3)-?5:^), fiM« (^^L<fi. AD'Jr^M^, 7K^»fj:t*) 

^WUTViT'b.tVi C 2_6T;i/>5-nl/>«?^L< =-CH=CH-CH 2-)?J:<i:), 
SMS (^^L<^3:, Aa^>Ii^. 7X^^)5:^) ^WLWTfectVU 
s7;i/4^-l/>(»^U<«, -C=C-CH2-/^i:^). -(CH2)wiS0 2(CH2)w2 

< \t- (CH 2)^1 0(CH 2)w2- (^-^^MIBil^ji^^^-r) («^^U< «-0(CH 

2)w2-) (mt^, -o(CH2)3-^a . (^if^b<(5, Aoy>M 
7K^»5&a &WLT^^Tt)c}:ViCl_37;^^^>(m^^> -chj-, 

-(CH2)2-^ -(CH2)3-, -CH(0H)-(CH2)2-?5:£), (|tf^t<«, 
An^r'>M^, ^WLTViTt>i:LU2-67-;U^ni/>(^s|^ti, 
-CH=CH-, -CH2-CH=CH-, -CH=CH-CH2-. -CH=CH-CH 2-CH 3- 
Ua). -(CH2)^3C0NH(CH2)w4-^ -(CH 2)^3 C60(CH 2)^4- (|E-^tiMI3 

tnmk^m) . -(cH2)^,co(CH2)^2- (^^s.mmt^tmmm^m-) 

m^U. -C0(CH2)2-> -C0(CH2)3-, -(CH2)2C0-, - (CH 3)300- 

UE) , -co(cH2),,co- m^^mutnMm^^^t) (m^i*-co(CH2) 

2 CO-, -C0(CH2)3C0-J5:£) , -C0CH=CHC0-, -0(CH2)^7C0- (|B-^ 
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CO- m^WBtmMm^TT^t) (^j^«-conhch ^ co-t^e) uex^ 

-(CH 2)^1 co(cH 2)^2- {^nn.immMm^m) (0*b<«-co(cH 
10 mmYhnMrn^^r, 

Xtt. ^\zm^h<\t. ig-^^. -(CH 2)^1 CO (CH 2)^2- (IB^^WIBi 
ftM^^T) > Ci_3T;i/4^k>«F^b<a. -CH2-^ -(CH2)2-. - 
(CH2)3-, -CHa-CHCCHa)-;^^'). C 2-6 7;^'^rn^>(^f t*. -CH 
15 =CH-CH2-3^fa. C2-6 7;W+:::W'>(^f^b<«, -C=C-CH2-^^) 

#lC^fSb<fi, -(CH2)wiO(CH2)w2- (IB^ttWIBtl^lcil*^ 
•T) «ff*b<«-0(CH2)^2-. $e.fc$fSb<tt-0(CH2)3-^j:^*) ^ 7jc 
mST«gl$nTViTt)J;ViCi_37;i/^U>(ffSl^<tt. -(CH2)s-^ - 
20 CH(0H)-(CH2)2-^J:a, C2-6T;Uynk>0f?*L<«, -CH=CH-CH2 
-CH=CH-CH 2-CH 2-:^<i:), - (CH 2)wi CO(CH 2)w2- (IB^MiB<i: 
nMmi^-t) ($f^b<tS, -C0(CH2)3-/^^) . -C0(CH2)w7C0- (IB 

25 % 
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7'J-;i/ (^J> 7xr.;K -f-y^mE) . v^kHP-f >x>^^-^^^. 

rc i_67;p^;i/j 

tUTfi. m^it. x5";k :/ntr;K -fy:/Pt!;k 

-37;P^^>5^:t^>'(«»l. X^U>P:t^i^Ua) ; X 

h p ->7y ; APy>{b$nTViTt><J;Vi C s-6>'^ a7)V^)l ms -y^ 
20 U^^-yMS.^^ ;.AP^>'ft:$tlTViTfe<kViCi_67;i'3:^^-> (^aj. p^h 

^•v'. -f y:/P7i^^->75:a ;APy>'fb^nwT'bJ;ViCi_67;wi/^ 

^5^^757. x5";i/75y, :^pt:;i/75y, 'ry7'pt!;i/75y^ 
7*5^;^7$/fJ:^) (kHP+i^-esife$nTViTt)j;viCi_67;p=^ 
26 ;w 75y(^j> >^;p^5^;i/75y, >?x5^ji/75y. >':/Pi:f;i/75>^ 
yyptf;i^7sy, i?:/5^ji/75y. x5";M5F;i'75y, (kHP^>' 

ViC 6-i47'J-;i/-75y (^J. 7xx;i/75y. 2.6-i^;^5^;i/7xx;i/7 

^/i^cCa ; N-C i_6 7Jl'4^;i/-N- (C i_67;Wl/Tgm$nTViTt> 
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^iy-:^)V:^-)]^m. ?^h^->t!JV^:=-)W xh^>';^j;i.^-;k -^u^^ 
10 $/*;|/4?-;K tert-:/h4^>-;i7JI.:iJ^-;i/;iia ;'^/-Ci_67;Wl/-;i; 

;Px;^jj^x;i/; 7^^;^5;^75y ;/NDy>^$nTViTt)«):Vi c i_67;i'=t^;i/ 
;^75/, x5^;i.x;I/jJnx;I/7$ ; c i_67;i.^;u-;!57;P3i}?x;u:t^ 

ciJiT. rAD^r>>ft:$tiTViT'bJ;vu3_6V'i>D7;i/^;i/j , fAny 
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.s7)l^U>>>:t^i^(m. :<^U>>^:t^i^UE). AP^Mb^nTViT 

20 
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5 L 10 * h<},tz b 8 m '^^mummi)m\f^n?>o M^m^tL 
xit. m^it. yv^yvy. r^^vy. ^;P3i^ux 5^:t^;i'^ux tf 
'^Uv^x M^^vy. trnuv^x a^^u-^^ww^x ^y^j'^f^v 

X ^i.nz.ti^<jp^mmky^ym. i,2,5.6-xh^kFDtfij>?x 

g^^nxviTfectViC 7_i9T^;i/^;i/ (^J.^>s^;k v7x-;i/;<5^;i. 
E) ;C8_,97U-ji/7;i/^r-;p 3-7x-;1/-2-:/p:/-2-x 

E) ; (N-C ,.e7)V^)V) -C,_^7)l:3r)V-:fy)V^=^D-5.\i m. (N 
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TWbJ;ViC6-i47U-;i/-7ay-Ci.67;WP m. 2.6->^p^5^;p 
D'i^><b$nTtiTt)J;ViCi_67;i^*;W m> X5^;ufj:a ;AD 

^^)VUE) *5j;o^Apy>-fb^nTViTtj;viCi_67;u3:^^-> 
; c i_67;k3*'>-;^^4?-;i/-c i.67;wi/ m. x h^^s^;??;!/ 
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t)J:ViC6_,47'u-;i/-7^y-Ci_67;i'^;p (R 2,6-i;^9^;i.7x- 

6 ^ (I»"') ffj, RcT^^ns rMJ^S$#LTViTt)j:Vi^«^»j 

S; ( I ) T^^n-s^b-^t/o^^ii^f^^it UTtt, ( i >) . ( ro . ( i "O > 
^ (I ) 7?^$n§?b-&tj® -5 ^5: ( I ') ( ro > ( i "") ^fcjj ( i '"») 

20 (B)-3-[l-[4-[(4-^ h+5^^>5?;0;t-4^$^]^>\/'r;P]-2, 3-:^fc HU-IH- 
^ > H-JI/-5-r;W-N.N-i?pt5^;i/-2-7'n'<>-l-75 > ; 
(E) -3- [1- [4- [ {\-^^)V^y-j)V) ^^-y\^yv-^ ;w-2, 3->^ t H p-ih-^ 
> K-;i.-5-^ ;p] -N, N-'v^ 9";|/-2- y D ^ >-l -7 $ > ; 
(E) -3- [1- [4- [ (4-i> n p ^ >>^JW v] ^ > M -2. 3- J? b K P-lH-f 

26 >}^-;i'-5-r;w-N,N->?^5"ji/-2-:/p'^>-i-75> : 

i-[[6-(4-^pp7x::i;W-3-tU>f-;W:ij;i/fc;W-6-[(B)-3-(i-fcroU 

l-[ [6- (4-7;P:t P 7 X -3- tf U >?-;W ti)V^-)V\ -6- [(E) -3- (1- tf P 
Ue^r:;W-i-yp/^-;W-i,2,3,4-xh^t Hp^y U> ; 
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1- [ [6- (4- ^ 7 X -3- tf u >5-;H -6- [ (e) -3- (i - 1? □ U 

i?-;W-i-^p^r:;W-l, 2, 3, 4-x h 7 k H P^/ U > ; 
1- [ [6- (4-iJ7 p □ 7 x-;i/) -3- tf u ;^7;P/}^^; W -6- [ (e) -3->5^ 5";i/ 
7S /-l-:/a^r:;W-i. 2. 3, 4-x h ^ k H P=t^/ U > ; 
5 l-[[6-(4-7;P:f P7xr:;0-3-t!U $^r:;W;^7;P#=:;P]-6-[(E)-3-i^pt5' 
;i/75 /-1-::^P^-;W-1. 2, 3. 4-x h 7 1 H p=^^y U > ; 

1- [ [6- (4-p^ 9^;i/7 X -3-hr u i>-)V]:fy)V^=-M-6-m-z--J^^)V 

75 y-l-7'P^-;W-l, 2, 3, 4-x k Hp^y U > ; 

1- [ [6- (4-1^ p p 7 X -3- tr u ;^7;i/2}^n;i/] -6- [ (e) -4- (i - tf p u 
10 >?-;i/)-i-;/xn;H-i,2.3,4-xh^t:KP^/U>; 

1- [ [6- (4-7;U:t P 7 xn;W -3- tf U i^^jP] :^jJl/2H::i;W-6-[.(B) -4- (1- tf P 
■ U i?- JW -1--^^=.)^] -h 2, 3, 4-T- h 7 1: H P^ / U > ; 

1- [ [6- (4-^ 5^;P7 xn;p) -3-e u ^jp^HciiJW-e- [ (e)-4- (i- tf p u 

>?-;U)-i-:/xr:;W-i, 2. 3. 4-x h^k Hp=^^/ U > ; 
15 i-[[6-(4-^ p P7xn;0-3-k*U vn;i/]:^7;i/^z:;P3-6-[(E)-4-v^5";i/ 
75 y-l-7'T-:=:;W-l, 2, 3, 4-x h ^ t: H P=^^y U > ; 
1 - [ [6- (4- 7 P 7 X nj W -3- tf U v^n; W )V^=.)U] -6- [ (E) -4-5^p^ ^ 

;W75 2. a, 4-x h 7 1: H p^y u > ; • 

1- [ [6- (4->^ ^)Vy xn;W -3- tf U -6- [ (E) -4->?^ 

20 75 2, 3. 4-x h^k KP^y U > ; 

(E)-N, N->?^5=-JW3-[i-[[4-(4-^5^;i<'7 xn;V')-i-tf'^U v^:=;W :*7;i'jJ<::i 
M-\, 2,3,4-xh^k h*P-6-^7 iJ:^;W-2-:/P^>-l-75> ; 
(E) -N, N- ^)V-Z- [1- [ [4- (4-7 P 7 x " J|/) -1- tf ^ U >?:n;i/] 
2, 3,4-x h^k HP-6-^y iJnjW-2-yp^>-l-75> ; 

25 (E)-N, N->^^5^;p-3-[i-[[4-(4-;j7 p p 7xz:;W-i-tf^U 

M -1. 2, 3, 4-x h 7 k H P-6-^/ U z:;W-2-y P'^>-l-7 5 > ; 

1 - [ [4- (4-^ 9";U7 x-;w -1 - tf u -6- [ (e) -3- (i-k p 

>J ^^-)V)-l--:fu^-M-l, 2, 3, 4-x h 7k H P^y U > ; 

1 - [ [4- (4- 7 JU:^ P 7 X zi; W -1- k^ U P:=-)V] -6- [ (E) -3- (1 - k° 
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0 u v?-;w-i-:/p^-;i/]-i, 2, 3, 4-5^ h ^ k h u^/ u > ; 

1 - [ [4- (4- /7 D D 7 X - ; W -1 - tr/^ u - -6- [ (E) -3- (1- tf p 
U >'n;i/)-i-p^D'^-;W-l, 2, 3, 4-x h ^ t K D^yiJ > ; 

CE) -3- Cl- [ [4- P p 7 xr:;W -1- tf^ ^ - ; W -1 , 2, 3, 4- 

(E)-3-[i-[C4-(4-^5^;i'7x:n;w-i-hr/>^^s;-;i/];t;;i/7|^~;W-l, 2, 3. 4- 

(E) -3- [1- [ [4- (4-7;i/:t 07 xn;!.) -1- tf - 
1, 2, 3, 4-r h ^ t: HP-6-^y U :::;W-N, N-x^5^;P-2-yp^>-l-7$ 
10 ; 

1- [[5- (4-7;U:t D 7 x-;p) -2- tf U -6- [(B) -3- (i-tf P 

U i^r:;W-i-7'D'^n;W-i, 2, 3, 4-r h 7 k h* p:^^y U > ; 
i-[[5-(4-^5^;P7xr:;i/)-2-fc;u i?ri;W:it7;i'fc;w-6-[(E)-3-(i-kP u 
v?r:;P)-l-yp/>^-;i.]-l, 2, 3, 4-x h ^ k Fp=^/ U > ; 
15 I- [ [6- (4-^^ p p 7 X - ;W -3- k U i^:::; W :^7;P/}^ -;w -6- [ (i-pC5^;p-3- k 
^ U i?::: U x » ;^ 9^; W -1 , 2," 3, 4-x h 7 k K P:^- y U > ; 
1- [5- (4-:J7 p p 7 xn;i/) -2-7 P -iM -6- [ (E) -3- (4-7 x:i;P-l-k'^ U 5^ 
::i;W-l->^p^-;W-l, 2. 3, 4-7^ h ^ k H u^/ U >. 

20 (ro T^$ti'5(b'&«^©i?ji;^MtbTa. OT©{b-&w#tfe,n 

4_[4_(4_^ p P7x-;W-l-k^'J >?r:;W-4-:t^y-l-(l, 2. 3.4-x k 
Hp-7-^y:^^7U-;i/) -l-y^i5'7>; 

4-[4-(4_^ p p 7 X - jW-l-k^ U v'-;W-4-:t=^^y-l-(2. 3, 4. 5-x h ^ k 
25 H P-lH-3-^>X7if k>-7-<;P)-l-7'^/ > ; 

4-[4-(4-ir pp7xr:;i/)-l-k^y S^-;p]-4-:t^y-l-(3->t5^;P- 
2. 3. 4, 5-x h ^ k H P-lH-3-^>X7-^tf>-7-r;W-l-:/t$' / > ; 
4- [4- (4-^:7 p p yai=L)l)-l- k^ »J - ;H -1- (3-X5^;l/-2, 3, 4. 5-x h 5 k 
HP-lH-3-^>X7-if k>-7-'r;i<')-4-:t4^y-l-:/i5'y > ; 



wo 01/87834 



61 



PCT/JPOl/04015 



2, 3, 4, 5-x t H P-lH-3-^>X7ilt!>-7-^;W-l-:/^y > ; 
\-iZ-^>P)V-2, 3, 4. 5-T- h ^ t: F a-lH-S-^^XTiftf >-7-1';i/)-4-[4- 

(4-i57ao7xn;W-i-t!^U>>n;W-4-:t^v-i-:/i$'y > : 

5 l-(3-7-fe5"Jl/-2,3,4,5-r h-^k h*P-lH-3-^>XTif tf>-7-r;|/)-4-[4- 

(4-^ p P 7 xn;i/)-i-t!^u 5?r:;w-4-:t:^^y-i-::f y > ; 

4- [4- (4-ii7 p p 7 x:n;i/) tr^ u >^>-i-'r ;W -1- (s-f y yp kr;i/-2, 3, 4. 5- 

xh7b HP-lH-3-^>X7iflf>-7->r;P)-4-:t4^y7'i5'>-l-:t>' ; 
4-[4-(4-^ PD7x:n;i/)-l-H^U >'n;|/]-4-:t^y-l-(2. 3. 4, s-T- h^k 
10 KP-lH-2-^>X7-feft!>-8-'rJl/)-l-yi5'/> ; 

4- [4- (4-^ P P 7 xn;W -1- tf U >^-;i/]-l- (2-^5^JP-2, 3, 4, 5-^ h 7 k 
H D-lH-2-^>'X7-lf k>-8-'f ;W-4-:f ^y-l-:/^y > ; 
4- [4- (4-^r p p 7 xr:;W-l-H^ U v^:::;i/]-l- (2, S-v^k H p-1H-< y 'T > 

±|BLfcS; (10 SfeJi (I") Te^^nSib'&tli^Jlr^tC, (I) 

(E)-3-[l-[(4' -^^ PP [1, r -k7xr:;W-4-^;W ^)Vt^:=.)V]-\. 2. 3, 4-r 
h^k HP-6-+y U-;W-N,N->'pC^;P-2-yP'^>-l-75 > ; 
1- [ (4' P P [1 . 1 • - k7 x:::;W if)V:^-M -6- [(E) -3- tf^ U 

y-i-7P'^n;i/]-i,2,3.4-xh^kHP^7U> ; 
(E) -3- [1 - [ ( [1 . 1 ' - k 7 X - -4-r ;W :^ -2. s-v? k H p-ih-t > 

H-;>-5-^;i/]-N,N-i?^5^;i/-2-7'P'^>-l-75 > ; 
(E)-3-[l-[(4' P P [1. r -k7xr:;i/]-4-'r ;W :^;l'Jl^-;W-2. 3-i?k h 

p-iH-r > H-ji'-5-r;w-N.N-e^^5";p-2-:/p^>-i-75 > : 
(E)-4-[i-[(4' pp [1. 1' -k7x-;W-4-r;W 2. 3. 4-t- 

h^k KP-6-:^y U:^;W-N.N->?p<5";1/-3-:/t->-1-75> ; 
l-(3-7-fe5^;i/-2. 3, 4, 5-r h ^ k F P-lH-3-^>X7if k>-7-r;^)-4-[4- 
(4-i7 P P 7 xz:;W -1- k^ U -l-7'i$' / > ; 
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4- [4- (4-^ D D 7x::i;i/)-l-h°^U >?n;W-i-(2. 3. 4. 5-x h 7 fc H P-IH- 

3- ^>XTiftf>-7-r;W-l-y;$'/ > ; 

4- [4-(4-i57 D P 7xn;W-l-tr/^U S?-;W-l-(3-p^5^;i/-2, 3. 4. 5-x h 7 h 

h*p-iH-3-^>X7-tf tf>-7-<;w-i-:/^y > ; 

6 4-:^-4^y-N-(2-7x^5^JW-4-(2. 3. 4. 5-r h ^ h H P-lH-3-'<>7rT-t?tf 

4-^^V-fi-i3-yaL=L)V/n tf;W-4-(2. 3. 4, 5-x h ^ t: H P-lH-3-^>X 

N-[2-( 1 H-f > H-;P-3-'f;WX5^JU]-4-;t^y-4-(2. 3.4. 5-x h HP 
10 -lH-3-^ >XTif h! ;W >7 5 H. 

7- [3- [4- (4-^ P P 7 xn;P) U -y>-l-^ M y D 7}^:^^'>] -2. 3, 4, 5-x h 
•7t: KP-lH-3-^>XT-iftfX 
15 7-[3-[4-(4-^ PD7x-;i/)-l-tr^U vr:;i/]7'PJj?^'>]-3-/5^;P- 
2. 3. 4. 5-r h ^ t: H P-lH-3-^>X7if tr>> 

7-[3-[4-(4-i> p P7x::i;i/)-i-tf^U yP3j?^ j'J-s-ff yyp tr;i/ 

-2, 3. 4, S-x h 7 h H P-lH-3-'^>X7-t?trx 

7-[3-[4-(4-i^ P P7xn;V)-l-fcr^U yP7j?:^S^]-3-'>i7 p^>^ 

20 ;P-2,3.4.5-r h^k HP-lH-3-^>X7-l^t!X 

3-^^ >>';u-7- [3- [4- (4-^ P P 7 xn;w -1- tf ^ ij T'P Jj^^S^]- 
2, 3, 4, 5-7^ h ^ k H P-lH-3-^>X7-if t:>> 

3-7-tl5^;W7- [3- [4- (4-^:7 D P 7 X -1- tf^ U :/p - 

2. 3, 4. 5-5^ h ^ k K P-lH-3-^>X7if hf X 
25 7-[3-[4- (4-i^ p p 7 xz:;W-i-tf^ U i^=.)Vl yp7l?^>']-3-r V ::^5"U JV 
-2. 3. 4, 5-x h ^ k H P-lH-3-^>X7-fefkX 

i-O'M ;P-7-[3-[4- (4-i> p D 7 xn;i/)-i-k ^ u :fat^^->]- 
2. 3. 4. 5-x h ^ k K P-lH-3-^>X7-fe*k°X. 

tert-:/5^;i/ 7-[3-[4-(4-^ P P7xn;0-l-k^U Xp.jJ^^v']- 
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1. 2, 4, 5-x h ^ t HD-lH-3-^>X7-tf tf >-3-;^7;i/3|?^v'^- 
7- [3- [4- U-^uuy xr:;i/) -i - tf ^ U vn;!/] y'ut^^-y] -3- (p^ ^"jl'T.;!^ 
7 ^ -2, 3, 4, 5-x h ^ t K D -lH-3-^ >X71i tT 
7-[3-[4-(4-^ aD7xn;0-i-t!^U $;r:;W::^a3j^^$/]-N-x^;i/- 
6 1. 2,4. 5-v-hy\i\^ti-ZE-i-^>X7-^\f>-i-ti}V^^D-S.r. 

7-[3- [4- (A-y)V:i-u 7 xn;w -i-tf^ u >?n;W ::/p#^>'] -3->r y tf 
;P-2. 3. 4, 5-r h ^ t: K P-lH-3-^>XT-t?kr>, 

7-[3-[4-(2. 4-y7;P:f ayxrijW-l-hf^U 7'P3i^4^>']-3-r v :/ 

D hf;l/-2, 3. 4, 5-x h ^ t H o-lH-3-^>X7-if tf >> 
10 7-[3-[4-(4-^5';i/7xnjW-i-t!^U>^r:;W:/D3j?^i>]-3-'ry:;''Pk!;i^ 
-2. 3. 4. 5-T- h ^ t: H P-lH-3-^>X7if lf>. 
3-r y :/P t!;i/-7- [3- [4- (3-p^ 5^;i/7 x -l- 1!^ U i^^-M y P 
5>] -2, 3. 4. 5-x h ^ t H P -lH-3-^ >X7if tf >> 
3-^ V tr;i/-7-[3- [4- (2-^5^;U7 xr:;W-i-tr^ >J >>n;W >^p:^?^ 

16 '>]-2. 3, 4, 5-x h ^ b h* P-lH-3-'^>X7-if tf X 

3-< y7°P tr;P-7-[3-[4-(4-;< h^e^7xr:;i/)-l-hr^'J vr:;p]yP3}^^ 
>']-2. 3. 4. 5-x h ^ b H P-lH-3-'<>X7-tf trx 
3-'f y yp tf;U-7-[3-[4-(3- h U 7JV':^-Pp^5=-;U7x:r;W-l-tf^U 
M :fU:^^y^]-2. 3. 4, 5-t- h ^ b H P-lH-3-^>X7-t?b>, 

20 3-7-k5^;p-7-[3-[4-(4-^5=-;P7xn;W-l-tr^U i^:=-M •/u^^-y']- 
2, 3. 4. 5-x h 7 b K P-lH-3-^>X7if b>> 

3-7-fe5^;l'-7-[3-[4-(4-^ h^v'7x-;P)-l-b^>J v'-JWyP^^v-]- 
2. 3. 4. 5-x h ^ b H P-lH-3-^>X7-fe*b>> 

3-r y i;^^' u )V-7- [3- [4- (4-^ 5^;P7 X iiji/) -1 - b^ u y P 

25 >']-2, 3.4,5-xh^b HP-lH-3-^>X7if b>, 

3-'r y >^5"u;u-7-[3-[4-(4-^ h:^^s/7xn;i/)-i-b^u v^-jW^p^K^^^ 

i/]-2. 3. 4, 5-x h ^ b K P-lH-3-'^>X7-tf bX 

7-[3-[4-(4-;<5^;i.7xn;P)-l-b^U i^:=.)V]-fn:^^>'']-3- 
y^~)V) -2, 3, 4. 5-7" h ^ b K P-lH-3-^>X7-t: bX 
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7-[3-[4-(4-;< h^v7x-;i/)-l-tf^U>'n;H7'D7}^4^>']-3- i^^JVX 

-I, 3, 4, 5-5^ b ^ t h* U-lH-3-^>XT-if tr>, 
3-7-fe5^JU-7- [3- [4- (4- 7;P:f P 7 xn; W -1 - M-^ U -^Ut^^iA- 
2. 3, 4. 5-x h 7 k KP-lH-3-^>X7i2f 
5 3-7-ir5"JU-7-[3-[4-(3-7;i/:tP7xr:;W-l-t!^U 5?r:;|/]:/p^:^ii/]- 
2. 3, 4, 5-r h ^ t HP-lH-3-^>XT1f trx 

3-T-fe5^;l/-7-[3-[4-(2. 4->'7;P:tP7x-;i/)-l-tf^iJ v-j^T^P^^^^ 
'>]-2, 3. 4, 5-x h ^ k H P-]H-3-^>X7-fef tf X 
3-7-fe9^;l'-7-[3-[4-(4-;^5^;i/7x-;i/)-l-t°^U >^-;W -^Ut^^^yV 
10 2.3.4,5-r h^t HP-lH-3-^>X*71ftfX 

3-7ir5^;U-7-[3-[4-(3-p^5^;i'7xr:;i/)-i-tr/>^U ^ui^^iA- 
2. 3. 4. 5-5" h ^k KP-lH-3-^>X7-iftf X 

3-7-fe5^;i/-7-[3-[4-(2-;<5";i/7x-;w-i-tr^u yp^j^^t^i/]- 

2. 3. 4. 5-x h K P-lH-3-^>X7-if trx 
15 3-7-fe5";i/-7-[3-[4-(4-p^ h^v7xnJl/)-l-tr^iJ i;-J^]7'P:^^^^>']- 
2. 3. 4, 5-x h ^ h K P-lH-3-^>X7-fertf 

3-[(3-r y yp t!;i/-2. 3, 4. 5-r h 7 k h* P-lH-3-^>X7if k>-7-^;W 
:t=^v']-N-[3-(4-^'5';i/7xr:;Wyptr;i/]yPA>75 H, 

N- [3- (4-:j7 p p 7 x-;w yp tr;w -3- [ (3-r y :/p k;i/-2, 3, 4, s-x h 7 k 

20 HP-lH-3-^>X7-fefk>-7-f;P):t+i>]yp/t>75 h\ 

N-[3-(3-i^ p P7x:i;W :/p tr;P]-3-[(3-^ y yp tf;i'-2, 3. 4, 5-x h ^ k 

H P-lH-3-^>X7iik>-7-r ;P) v] XpA>7 5 F> 
N- [3- P P 7 xr:;i/) t'p k;i/] -3- [ (3-< y ^P k;i/-2, 3. 4. 5-x h ^ k 
KP-lH-3-^>X*7ifk>-7-'r;W;f4^>']yPA'>75 Kv 
25 3-(4-i57 P P 7x -;W-N-[3-[(3-'f y :/P k;U-2, 3. 4. 5-x h 7 k K P-IH- 
3-^>y7iftf>-7-f;i/):t+v']:/Ptf;i/]-l-yPA>75X 
(E)-4-[4-(4-^ P P7x r:;W-i-t?^u i^-;W-4-:t=^^y-i-[3-( h U 7;i/ 
:tP 7-fe5^;W-2, 3. 4. 5-5" h ^ k H P-lH-3-'^>X*7if k>-7-r ;P]-2-7 
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(E)-4-[4-(4-i^ P O 7x-;i/)-l-t!^U P=:.)Vl-4-:^^V-\-i2. 3. 4. 5-7^ h 
7 k K P-lH-3-^ ^XT-l? tf >-7-^ M -2-:/x >-l >> 

(E)-4-[4-(4-/7DP7xn;w-i-e^Ui^-;p]-i-(3-ry7'Dtf;i/- . 

2. 3. 4. 5-x h ^ k HP-lH-3-^>X5'-tf tf >-7-r;^)-4-:^-^y-2-:^X>- 
5 \-:t>. 

8-[3-[4-(4-i7 p P 7xn;i/)-i-tf^>j >>ri;w :/p:^^:^^'>]-3-r y i^/'p trji/ 

-2, 3, 4, 5-y-hy\i H P-lH-2-^>X7if t! X 

8-[3- [4- (4-iJ7 p p 7 xr:;W -1- tf^ U v::i;W ^ p ^i^^v] -3-v^ a^>^ 
;i/-2. 3, 4, 5-x h ^ t H P-lH-2-^>X7-tf tfX 

10 2-^>':^;i/-8-C3-[4-(4-i^ PD7x-;W-i-tf^'j ^n^^->]- 

2, 3. 4, 5-7=- h 7 k K P-lH-2-^ >XT-bf hr>. 

8- [3- [4- ii-i/ P p 7 X -1 - tf'^ u i^~;w y P jj^^v'] -2-r y u ;p 

-2.3.4, 5-7=-h^fc KP-lH-2-^>X7iftfX 

2-^ )V-Z- [3- [4- (4-i57 p p 7 X " -1- U v^:::; W ^ P S^] - 
15 2, 3. 4. h 7 1 K P-lH-2-/^>X7-tf tf X 

8-[3- [4- (4-^ p P 7 x:i;w -1-tf ^ u v?r:;w t'pjJ^:^ -2- (^5";i/x;p 

7 :t -Jl/) 3. 4. 5-r h 7 k P-lH-2-^>X7-tf t!>. 
8- [3- [4- (4-^ P P 7 X -1 - tf ^ U v'-; W y P v'] -N-X5^;i/- 
1. 3, 4, 5-x h 7 k H P-2H-2-^>X7-iftf >-2-*;P7j?^1J-a h\ ' 
8- [3- [4-(4-7;i/:tP 7 x:n;i/) -1- tf u :>?-;p] :^P)j?:^ j/3-2-'r y y P If 

;U-2, 3, 4, 5-x h ^ k H P-lH-2-^>X7-ifk>. 

8-[3-[4-(2.4-^;7;i/:tP7xr:;w-i-k^Ui^-;wyp#^>']-2--ryy 

P \d)V-2, 3. 4, 5-r h ^ k H P-lH-2-^>X.7-t^k>> 

8-[3-[4-(4-pt5";P7x-;i/)-i-hr^u i^=^M ypj^°^'>]-2->r yyp tf;p 

-2. 3. 4, 5-7^ h ^ k H P-lH-2-'^>X7if k X 

2-r yyp k;i/-8-[3-[4-(3-ptg^;i/7xn;i/)-i-k^u i^^iM -i/n^^ 

'>]-2. 3, 4. 5-r h 7 k H P-lH-2-^>X7ifk>, 

2->r y y n k;i/-8- [3- [4- a-^^)Vy x -i - k^ u y p 3J^=^^ 

>']-2, 3, 4. 5-x h 7 k H P-lH-2-^>X71fk>, 
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2-<y:/Dtf;W8-[3-[4-(4-^ h^v7xr:;i/)-i-tf^U ^/'□j}^:^^ 

'>]-2, 3, 4, 5-T- h ^ t: H 0-lH-2-^>X7-fe*tr>, 
2-1* V7°P tf;i/-8-[3-[4-(3- h U 7;i/:tnp^5';i/7xZi;P)-l-tf^U 
;W yD5j^4^'>]-2, 3, 4. 5-x h 7 b H 0-lH-2-^>X7-t?tr>, 
6 2-7-fe5^;i/-8-[3-[4-(4-;<5^;i/7x::i;W-l-tf^U T'Psj?:^^^']- 
2, 3, 4, 5-x h ^ t: KD-lH-2-'<>X7if trx 

2-7-fe5";p-8-[3-[4-(4-^ h^s>7xr:;p)-i-tr^ij i;-;i/]:/p>rj?:^^>]- 
2, 3. 4, 5-x h ^ b H P-lH-2-^ >X7-tf tf >, 

2-^ y7'5=-U;P-8-[3-[4-(4-pt5^Jl/7x:n;W-l-tr^U z^-M-:fu^^ 
10 v'] -2, 3, 4. 5-r h ^ b K P-lH-2-^>X7if tr>, 

2-^ y U ;u-8- [3-[4- (4-^ h+'>7 xn;i/)-i-tf ^ u yp 

>']-2, 3, 4, 5-r h ^ t H P-lH-2-^>X7-fe?t!X 

8-[3-[4-(4-^5';i/7xr:;i/)-i-tf^U s^:^M':fa^^i^]-2- 

-2, 3, 4. 5-x h ^ b H P-lH-2-^>X7-tf b>> 
15 8-[3-[4-(4-^ h4^i>7xnji/)-i-b^U>^:n;H:;^D#:^v]-2- (^5";i/7. 
)Uy^-)V) -2,3,4,6-xh^b HP-lH-2-^>X7-i?tr>. 
2-7-fe.5";p-8- [3- [4- (4-t7;|/:t P 7 xn; W -l-b'^ U v?-;w :/P jj?=t^^>] - 
2. 3, 4, 5-x h ^ b H P-lH-2-'><>'X7if bX 

2-7 1 5^;i/-8- [3-[4- (3-7;U:f D 7xr:;U) -1-b^U :/P;j?:^^>'] - 

20 2. 3, 4, 5-x h 7 b H P-lH-2-^ >X7-tf 

2-7-fe5";i'-8- [3- [4- (2, 4->>7;P:t P 7 X - ;W -l-b^ U vr:;!/] 7"p 

S>]-2, 3, 4. 5-x h ^ b F P-lH-2-^>X7ifbX 

2-7-fe5^;U-8-[3-[4-(4-^5^;i/7xn;P)-l-b^U z^=.M -^at^^i^h 

2. 3, 4. 57-r h ^ b h*P-lH-2-^>X7-fe'bX 
26 2-7'fe9";i/-8-[3-[4-(3-^5=-;U7x::i;W-l-tf^U vn;n ypjj?^->]- 

2i 3, 4. 5-x h ^ b K P-lH-2-^>X7ifb>, 

2-7 ■fe^;i/-8- [3- [4- (2-^ 5^;i/ 7 x -1 - b^ U v'r:; W t'P 5>] - 
2.3.4. 5-r h^b HP-lH-2-^>X7-lft!>. 

2-7t:5^JP-8-[3-[4-(4-/ h4^v7x-;i/)-i-b'^U >^P3|?=j^v]- 
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2, 3, 4, 5-x h ^ k K P-lH-2-^>X7-i^tf X 

3- [(2-^ y y □ tf;i/-2. 3. 4, s-x h ^ t: H P-iH-2-^>X7-fef tr>-8-'r;W 

N- [3- (4-^ n o 7 :/o h!;P] -3- [ (2-r v tf ;i/-2, 3. 4. 5-r h ^ k: 
5 KD-lH-2-'^>7?Tiftr>-8-1';W:f=^^>']:/P/t>75 

N- [3- (3-:i7 any -fu t!;i/] -3- [ (2--( y ::/p tf JI/-2, 3, 4. 5-x h ^ k 

H P-l H-2-'^ >X7if tr >-8-r ; W :t ^ ->] y P /t >7 5 h\ 

N- [3- (2-^ any i - ;!/) :/p if -3- [ (2-^ y :/p tf;i'-2, 3, 4, 5-x h 
H P- 1 H-2-^ >X7i? tr >-8-r :t 4^ e>] y P >7 5 h\ 

10 3-(4-:57 P P 7 xr:;W-N-[3-[(2-r y :/P t!;P-2. 3. 4, 5-x h 7 k H P-IH- 
2-^>y7if t!>-8-'f ;i/):e-:^^'>]yp tf;H-l-yPA>75 >. 

<b^i^ (I) . (I') . d") , d") , ^fcit d-"") (Dm 
tbx\t. ^mmmto)^. 7>^:i'>Aii, ^mmmtom. m 

hUX:$^/-;i/75X >5'>^P^:^^>';i/75X N,N->>X>i?;i/X5"l/> 

26 m. ^)ymtiiEt(DmmM^n^. 

^mmtomonmtmthxn.. mx\t. m mk. v^)y)vtun 
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5 «^ (I) , (10 , d") , (!»') , (I-) ttcu d'"") mm'§ 

7)V:^v±m^mmM^\it. ti)v->^i^m. Au^^mfsi 
(I) , (I') , (ro . (i-o , d"'") a> 

it^m (I) , (10 , (ro , (p'O , (r"0 *5ckr/ (r-'O (£^ 
^tixif^xh^w 

20 ^^BJib'&tlJO^, 7t¥Stt#> ir^^tt^, -feg^tt^*, HieStt^:^^ 

^•r5«^fc:«> cn^h:^mmit^^:tLx^^-^n^tth\z. g#:^ 
"^m^zu-o xyt^^mt^ c t \z^ i53t^^tt#:s#s. 
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^il«;^^o h^yy^O^m-t. ENANTIO-OVM(h-y- 

10 nm) $>W\t. y-i -fe^Hh^ CHIRAL U -XfS. E(D^y y A \z^^m 

m(mx\f. ^i$^j-)V. 'fyyo/ty-jK y-fehnhu;K 

15 ^^^7^-©iI'8■^ CP-Chirasil-DeX CB(>^-x;Hj--rx>7.ttSS!)75:<Ji 

'^m tyt^mm^^m. m^.^^. mtpa c a - ^ h 4^ - a - ( h u 7;!-:^ □ 

25 Z.t\Z^r), ^n-e*nx:^-r;i/#:Sfe«75 H#:©i^7Xx^:rT-;£#S 

n^n75 H#:^fcfix7.x;i'#cDv'7;^xi/:^v-;j?#e,n^o M^n 
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Tmm-^wm.m\zj;:^R^\z^^it'^m (lo (ro fc^^-rs-fb^ 

tt( I 'Ofc^^kf 5<b^«^> im^fc J: DJiq7Ki^;S:i:?^^j: bTlb'&#i( 1 0 
*fc« (I") «^bT§^b^ti^Vi-5o it^^ (I') (ro (DT^o 
\^yy^thXii. it^m (10 .^fefS d") (D7^ymi!)^r'yMt. 7)1 

^;Hb, o^m^b$n;^db^tl ^t^m (lO Sfc^i (ro ©75 
10 /&«x>r3+>-y-r;wb, 7yc.Mt. ^y^}V7^jti}\^ts-Mt. (5-^ 

it. 'rh^kHo77n;Kb. lfDUi^;M5';wb. trAD-fjPre-c^i/pt^^ 
;Wb, t e r t-r^^^jHb^tllfe^b'&i^;^!:^'] Mb-^tl (lO ^fdt (ro 
®7K^S;&t7^>;Hb. 7)V^)Ut. ^9^^^b> {S.^Mfb^nfc^b^t! (^F!l. 
15 {b'&t; (10 t.tcit d") ©«S:^)?T-fe5^;Hb. h-r;Hb. :fuA. 

y ^5';i':^;i'3}?:i;Wb$*i;fe^b'&#i;5:i:) ; ^b^t!.( 1 0 ( i 'O 
©;«7;i/3j?^>';ps;&txxx;Kb, 75 hMb^nfc^b-a-*^ it-^m (lo 

(ro (D'fy)Vt^^iy)Vm'i:^=^)Vx.7^'r)\'^. 7xx;Px;^x;Wb> 
20 ;^3;i'3j?^'>^5^;i/xx-r;Wb. >^^5^;i/75y^5^;i/x:p^x;Hb, tfA'a-f 
;p:^-^i>/5^;px7>x;Wb. x h:^^>;^J;^^}^*x;^:t^i/x5";^x7.x;Hb. 

25 <b^ti>ig#:^^©:&^t J; o T^b^i^ ( 1 0 ( I -) e»t(jfr'5 d 
-fb^tj (10 (I-) ©^DH^^ym J[SjlI»Jigl 9 9 0^ 

cta?^. MW^f^Tf^b'&t! (r) ^/c« (ro {c^<bT'5'fe©i?a&oTt) 
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Ib^tl ( I ) . (!'")> (I '."') ^^XS il '"") 'h-fu\^y V 

5 

M)|6f^b'8it/ibTffiVie>n^^t:-&ti (II) > -fb-^ti (iii) > i^c^m 

(V) , -fbl&tJ (YD , it^m (I la) . \t^m (lib) , -fb-^^ (I I la) , -fb 
10 (Illaa) , i^-^m (Illab) , -(b^tl (Iliac) , -fb^tJ (Hlb) , -fb^ 

m (I He) . -fb^^l^ (IVa) . ^-^m (IVb) , -fb-^*^ (IVc) , -fb^tl (IVd) , 
^■^m (Va) . 'fb'&i^ (Via) . ^-^m (Vlaa) , -fb^^J^ (Vila) . -fb-g-tl (Ylld) , 

-fb^ti (VI ig) . 'fb'&tJ (Vine) . -fb-g-ti (ixa) , -fb^l^ (ixb) , ^■^m 

(IXe) , -fb-^i^ (IXg) . 'fb^tl (Xa) , it^m (Xb) , 'fb'&tJ (Xf) , -fb 

16 (xia) , it^m (XI f) , -fb-^ti (xig) ^n-^^nmtbTfflv^Tt) 

TIB© [Miij*!] 55:Vib [Mii^lO] {c::feViT, 7;P^;HbSJi&, Jn 
20 TK^^SliS. TS/ibSlS. xx-rMbMiS:, 75H^H*S:. xxx;WbR 

jig. x-T-;wbs^&. mi\^R^. m7tK)^^uE^noM^. :in^(D^mt. 
-lizLvtf y7>^i^3i-}\^ ^)i-zf yw^l/~v'3>X (orga 

NIC FUNCTIONAL GROUP PREPARATIONS) 
25 ^2jig> 7;?7x5y^:/V';^a(ACADEMI C PRESS, INC.) 
1 9 8 9^fll ; U>i'^)^>i^':f ' :t-fS:Zy^ • h ^>;^7:t-^->'3 
> (Coiprehensive Organic Transformations) VCH Publishers Inc., 1989 
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$>^it^m (la) it. m^\rfm7^]iitmizj;:-Dxmm^ti^o 

(7$ K^bSlS) 

R-(CH3)„3— COOH +• H-N BifT^Y- N^" 

: \r2 / 

(II) ■• • 
^ ^ (III) •••• ••• 



*- . R-(CHP„3— CO-N^B^)|^— Y - ) 

6 (la) 

^^^JS. Tj®ttiFj«'l'TSl&$ii§. ig^gtj^i;. 1 ;^ViL/ 1.5 SS© 1- 

< un)f.^». :i^-f-)mmm (b^ l < a thf) u iii)mvf^n^o 
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ib:^hU'>A. 7K^^k;^j U A> tKM'J^^'^A. 7Ki?{bAU'^A7i£) . 
7;i'*U^«*fc«7;i';^U±^^M<^^^i^ (««J. ^M-^hU'^A. 
10 ^Ue^A. ^m-li'>»:7AJS:a , 7)V:^^J^M^rcit7)l:^^)±m^M(D^ 

3) ^AJ^. hUx5";i/75>> >?'fy:/Ptf;i'xg^;i/75X 
;p^;pj1^u>. >^^^;i'75y fcrui^x dbu (i, 8->'7ifE'>^o 

15 C5. 4. 0) ^yy'T.-l -X» . DBN (1. 5-5^7lfh*v^n C4. 
3. 0] y>-5-X» /^j:^©75>«;««JA«lf'J>>>. 'iS.y'/-)^. 

20 5^afW*LVi. 

■fb-^il^ai) (ORF^mmmi^t l 5 ^a(»Sb<« l 3 S«) 
25 0{b^«fe(III) <h^. iK^^KlJiSC. 1 ^SiV^L 10 

io7U-;p-:jb;P7}?>m^fejic ,_67;wi'^Mt<^^M«^^^). ^tt 
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^ rMgia<£;S-LTViTt)J:Vi7xy-;H fc::fet:fs rg^»j <i:LT«, 
oy>'fb$nTViT%)J:vi c i_6T;wk ADyMb^tiTViT^ckVi c i 

y-;k ^>^^niP7xy-;K ^>^7;i':tP7x/-;K p--hP7 

mm. i^mm^f^mm. ::-h^j)immm. tshi^w. ^h>mm. 
\t. 7K^^b:^^u»>A. ^miJV^A. ^m-rhv^A. 7mit±h^)^A. 

^ : R- (CH 2)^3 -so 2 OH mmmmtmMm^^^) xmn 
^x)vt^>m. sfcJs^:R-(cH2)^3-sooH mmtmmtmMm^^r) 
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3 SO 2-^rc\t- (CH 2)w3 so- iBmmmtmMm^^t) 



{b^4& (II) tt, m'jk^(D:^m^^^^\t^nmcft:^f^}iz^onm.t 

it^m (III) «WJ^ti> -^5*;!/ 7r--7v'a.>-r 

'f*;!/ ^^l/T^-i-XChei. Pharm. Bull.), 36. 4377 (1988). 9-506885. 
#g2p 10-504315 ^ti|Bm®;&S*^Vi«^nfc2pu;fc;&?S(ci:t)iBi-r'5 

10 {h-^^jdiDtt. s 



ji?n;K^j, ;< h^'>*;P3j^-;k jLh^i/ij)Vi^-)Vs \tt\.--:fV^-yts)V 
•^:=.)Vfs.E). ^>i/-f;K C7_io75;p=^^;i'-;^7;i'5j?n;K««j, ^>V)Vti 

X5";1/vU;K v/5";1'7x-;1'>>U;K tert->^^;i/>^^5^;i/>'U;P. tert 
->^5";Wi^x5:;i/xU;P)^a, C2_e7;l^'Jr-;K«R), l-7U;i/ni:<i:)/^<i:;&« 

B^mt^E). z^.^y)vu^-ym. p^h^-x xh^^^-x yp>j?^5> 

»«R;&«> ^JAtm^^(IIIa)^> i£^(^J^}im *{k7K^ 




(Ilia) 
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»0^ffl««v ih^mniu) \zMhxm'^ i j^v^ t loo a*> t < s i ^ 

^miM.7tK^\z^-t^t.\z^Kifxo^t%X^^o 
20 ^U. -CH=CH- (CH2) (w4 WIBif^lttt^^l-) ] . 

§ib^t?(iiiaa)«. m?i\my(D mj^^i-u izvrcin^'oxmT&r^z. 

[SiiSit 1 - 1 ] 



wo 01/87834 



Page 79 of 285 



WO 01/87834 PCT/JPOl/04015 

77. 



R'-, (aa) 

(IVa) (Va) 



W -N B [ aJ— 6-CH,- (CH^ -N 



(Via) 

R1-, (ac) 



w -nTJT^— V-CH,- (cHjU -n]^ 
(Vila) 



W - N^B^jf^— CH=CH - (Chy^ -N^ 



(lllaa) 

(aa) -fb^^^ (IVa) tit^^ (Va) iOi^^S^S^cJ; 

Ds {b^ti (Via) ^mmr^o 
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M mums B^v<it. Au^ym^ m. mm. ^m. somta 
/^ti^'yimit^mmm. ^^mmmm^ =:-hvmmm> r^mmm. 

N-i^p^5^;P3iN;i/A75 H (DMF) , x^y-;K tfU>^>JS: 

10 i'WSLl^i. 

{t^mcfiXommm^s it^m(m)\z^u \m^Lm^m'v$>^. ^ 

^'fb:>-hU'>A, ^^:i7U^A, ^m:^hiJ'>A, Mi\:±h')^A. tKM 
. 'fb;^?>J':>A, ^^^:^h>J^>A, mTK^^UC?^, hUx5^ji/T$X 
t!Ui^>>fe^T^S. 'fb^fe(IVa)}c:MU O.D^ViUlOO 

mm. L < 1 i^Vi b 10 SftT^-S. 

20 

-fb^tl (IVa) \t. e#:^*D®;^^*§Vitt^ntc2pDfe;^j*{3j:DM 
7t-r§^i/J>^7?^§. -fb^tl (IVa) (S> 6 -166676 #(CfB 

25 ^mm-r^ttufix^^o 

xm (ab) T«, it^m (VI a) ^3g7cS/iS:C#1-::<i:fC«J;t), -{k^ 
m (VII a) <&Siif5. 
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kHU HX (Reduction with Complex Metal Hydrides) Interscience, 
New York (1956)> V-y-^rXx^- HfzL-X (Chem. See. 

Rev.), 5, 23 (1976) , ^^^irS^X (Synthesis), 633 (1974), 
5 :t':f Tpt>J*> yi^-'TXx^-a. Am. Chem. Soc.) 91, 

2967 (1969), t':f ^-l5:=-yi7 ^$:^hU-(I. Org. 

Chem.), 29. 121 (1964), U T^S^a >X(Org. Reactions), 

j_, 155 (1942), 7>yn>x ^5-(Angew. Chem.), TU 726 (1956), 
>-fe>'X(Synthesis), 633 (1974), :f7' 7;<U*> ^ 

10 V1)-^:r.7^^-(.i. Am. Chem. Soc.) , 80' 2896 (1958), 

U7^5^3>X(0rg. Reactons), 4, 378 (1948), 
V 7^^)iiy y-9--fXx^ — (J. Am. Chem. Soc.) , 108. 3385 

(ac) T^l, -fb-er^ (VII a) ^m.-^Ki^\z¥irz.t\z^K>> -fb-^ 

(Illaa) ^^^jt-r-So 

x-x;Mgi^> B^mis^E) ^m^'^^^t\z^-oTnoz.tffi-^^^o 

0iIAJ^:t-;^^X^:;i? i^-fev-X (Org. Synth.), X' 183 
(1941), v>1rvX (Org. Synth.),' X' 430 (1941), 

iJ-y^ (Org. Synth.). HI, 204 (1955), :i—:^:=.yi7 i/ 

y^L'yT. (Org! Synth.), VI. 307 (1988), S^>'fe->X (Synthesis), HI, 1159 

(1980), 7^'J:^7> ^5;^7;i/ vi?-'fxx^-(j. 

Am. Chem. Soc.) , 106. 6690 (1984), y-Vy^Yuy V^-X 
(Tetrahedron Lett.), 599 (1971) ^iC|B«0;^^ab§Vi«^h{c2pDfc;^ 

mzhtzffi'oxno'itmx^^o 
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^tc. [Kj^^i—i] TfflVieti^'fb^ti (Via) 0z)t>. w4/in 
(Vlaa) mxmro ikj^i-z] izm\ it^ 

^ (I Xa) . it-^^ (Va) :fea:rX*;i/A7;Pxt:K<&T>:ny 

■r c: i J: t) iiig-rs ^ t /^t-r^^o 
2] 

" HCHO ^^—^^'''^ ^ 

CXa) (Va) 



( a e ) {ccfettST >:::-/ kSJt&fSs m«:t-;itfr:^y U TiJ^ 
10 3>X (Org. Reactons), U 303 (1942) ^ xh^AHD> l/^-X 

(Tetrahedron Lett.). 18. 1299 (1977) #}ClE«0:)?^ab-5Vi«-entCtpU 

•r§c:<i:7&«7?#S,'fb^«|^(IXa)«sm«i^^-:^-;U :t'i/ •ir$;j!j;u 
15 VI^-'TXt^^- A-^> h^>Xi5^t^'>3> 1 (J. Chem. Soc, 

Perkin Trans. 1), 2993 {\m)m\zW^<Dl3m^^^^t.^n\zm\:'1t.1smz. 

it^^ (Vlaa) it. OTO [S^SSl— 3] iZ^-::>Thmmr^Ct 
20 ;{>^*T^'5o 

(af) Q /R.-.. 



(IXa) (Xa) pggj 



W-N B JjAj— S-<>^--cH,-n"^ 



(VlasO 
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xm (af) Mb'&i^ (IX a) tit^(^ (Xa) t©ili'&Sf£:> ^J;^^ 
5 X@ (ag) Mb^i^ (XI a) (DMTtK!^^. mmv^tiz^O. it^ 
<^ (V I a a) 

Ig (a f) «> SflJ^»©«I^S)^*fflViTfT-5J:td«T#5. SI^S 

Heterocyclic Chem.), 30, 23 (1993) , Axa-y-^f (Heterocycles), 
10 22, 195 (i984)^ic:IBm©;^i*^S(^iJ^^nic:2pi;fc;^j*lc:b;fcdtoTtf ^ ' 

xg (ag) it. ^{^^(DMTtRf^ m. wcm(Dm^^mmm^m\f^ 

15 rzm&MTtK^. Et3SiH;^^©^S7K*fb^§ffiVi/tat7cS^&^ NaBH(0Ac)3 
?'c5:^©^S7K^m-&#!<&ffiVifca^S^S#) <&fflViTfT5 i t;?>^*l:^§o 

Xx>f-(J. Am. Chen. Sec), 76, 5014 (1954)', 7^l^x^.> ^t*::^ 
^Scj&Jl/ Vi^-'TXx^r— i?^/1> (Bull. Chem. See. Jpn.), 45. 

20 3506 (197.2) mzuw.<D:^^;^^\^^it^n\zmi:'rc:^m\zLrcitfi'oxn'DZ. 
it^m (Ilia) (D^%. Yf)^-o- (CH2) w2- (w2\tmBtmMm 

Sr^T) T^^^it^l^ (Illab) tt, OT© [SJ5S^2-1] tCtJ^Vi, -fb-^^^ 
25 (IXb) ifb'&tl (Xb) ^»I;lji3te]^(Mitsunobu)SJS©^#T, J8i 

[S/SS:2-1] 
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HO-{CH,)^N 



(ba) 



R2. 



(IXb) 



(Xb) 



w-N B JjAj—o— (ci:t)«2-N ; 
(lllab) 

Xg (b a) \Z^n^m,7y,m>U. m^\t-y>-^-y7. (synthesis), 1 (1981), 
-r^VT-^y -t^ i> dr5.fJ)\^ VlJ-'fXx^- :t':f S?l'A> (Bull. 
5 Chem. See. Jpn.), 49, 510 (1976) m\Z^m<D:^^;^^\f^t^n\zmurc:& 

it^m (I Xb) it. ^i^^jk^(D:^m$>^^^t^nizm\^rc:^mz^K)mm 
it^<^ (Xb) it. Bi^^jk^(D:^m$>^\f^t^n\zmcrc:^m\z^omm 

it^^ (Ilia) (Dt>t>. Yifi-CO- (GHg) w7-"CO- (W7}tm&t 

mMm^^t) (lilac) it. OT© mm^2-2ii \zu^\ 

it-t^ (IVd) tit^i^ (Va) tS:, rr^ HfbR^Sj tf^j-tiii 

W -N BjlA^— C-(CH^^-CO,H ^ ) 

CVd) . (Va) 




(lilac) 
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^ ( I ) iz^^^xxf)^- (CH 2)^3 coo(cH 2)^4- im^itm^tmnm^ 
m) T^^^b^ii^ (lb) it. m^\rfmx.7.y'MtKj^iz^-oxmi&^ 

R-(CH2)w3— COOH + HO— (CHPw4-N^Bj(^-;Y— N^^ ^ i 

(II) (ivb) 



-hujK^M^ 7^vmm^ "rhyw^mm. 



R-(CH3)w3— coo — (CHPw4-nbJ^A^Y— N 
(lb) [ 




10 
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*m^b:M^U^A, 7jc^«ij'>A, Mm7K*^hU^7A, ^^7K^;!7U!> 
A,. hUx^;i/75X tfUv'>;5:^i?^^. 

t) i^^^it^m (I c) \t. m^^-irmx.-y'MtKmz^'Dxmm-^n 

10 



itf^LKlt. mk:^V^A. ^^TK^i- h U ^7 A, h^Jx9-)V7S. 

An^^>imit:^mmmm. ^mmmm. =:-hvmmms 7^vmm> 



(V) 




(IVc) 




(Ic) 
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N-v^5^;|/7}n;|/A75H (DMF) , X^/-}V. lfUS^>?5: 

5 

(ic) it. ymRj^^m^^xm:mr^ctiii-c^^o 

m^m^mt. it^m (v) t o. 5 fccv^ u 5 a« ($? ^ t < i 1 1 . 5 ^ 

«)®^b'&t/(IVc)t^,0.5fj:ViL 5 a»($f^L<«l S»)©7 

::ihvmmm. Ts.mmm. ^h>mm 

15 ViTfeck^^^o fSif}^Xh. 7±h=-hU)l. p^nu:^^>. ^uaMAfS: 
it^m (ivc) DSiit-S z: t-fy^xt^. 

20 

^ ( I ) \Z^i^>XXf)^-(m 2)w3NR ^"COCCH 2)w4- (IB-^ttHulBtl^^ 
m^^-t) Xi^^it^m (Id) «a|^(rFIB7^ K{t;Sj:S:i;:«koTMji 

(7 a hMbSJiS) 
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R-(CHj)w3— NH + • HOOC — (CHPw4-N N 
(VI) (VI Id) . \ 




R-(CH^3~NC0— ((W,)»4-^y^Y— N 

(Id) 




:^Km\t. mmLfc mj^mn izmcxnt>M. 

10 [SiSfeS] 
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R-(CHj)w5— NHj + 



(Vine) 



H-(CHPw6-N B HaJ-Y-N 






1.. 



R-(CHj)i»5— NHCON— (CHj)w6 -N^JlA^y-N 

(le) ( 



ib^tj (VI He) t^. :^»®*#T. 

m^M^-^^ itf^iy<\t. mm^j^yM.. mm-rh^j^A. Tmiti-h^j^A. 
10 • /\u^>imitmmm. ^mkwi^m. ::^h^jmmm^ 7B.]imm^ 

SJ^igJ[tt. ii#$U-2 or;^ViLi o.o'C,if^b<tt^fi;5:(^iL8 or 
(IXe) \t. e#^^©;^SC J; DiSigTS Jia:d<7?#So 
20 5S; (I) H:feViTR;&mmS^^bTViT'b.tViS*'&^§:^» (Ar 2- 
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Ar^) T-$>^it^m (I f) it. «sRjrFIB7U-;PA'>:/u>^SJiS:fc.t 



l' 



Ar -B— l' + L— Ar— X-N Bjr^y—N/ 

(Xf) (Xlf) . [ 



Ar^ — Ar— X — N^^jf^— y—^^ 
(If) 



«A p^Xij * L < \mm. ^m) h u 7;u:f o ^ ^ 

15 7U-;|/*y:/U>i^SJfe«, g«:^*P0m 7i?i^ ^^ti 

X:^7>>?:^t*T (Acta. Chemica Scandinavia) , 2 2 1 - 2 3 OM. 199 

ffi^&TJi, 'fb'&J^. (Xf) a:l?^j:ViL3Sl:(iffSL<«r;5:ViL1.5^ 

20 s^s^-B-s. 

m rig»j ti/T«. MIS [isii^^i] iz^i^^xmirVfchcom^^iin 
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5 7x:r;i.7fc;;^7^» nyV^h (0) > g^mn^S^^^A. IfX (hU7x 

m m^^mmmi <Dmmm\t. it^m (xin \zn\^x. mo. o 

^ (I) fc*5ViT. Y/J^tCg.eTjUyxl/^ (mfi, CH=CHCH2) 

x$>ut^^ (I g) urcD [sjiss:3— 1] fcckoTSiiif 

X@ (Aa) Mb^tl (IXg) ii^b^ti (Xa) tOlg^S^s 
xe (Ab) : -fb^tJ (X I g) OMTzRm. *3J:CX 
Xg (Ac) r-fb^tl (V I I g) ©JK7KSJtN*jlSMf5J:tfcJ;D> -fb^tl 
(I g) ^mm't^:iti)^X^^o 
[SJi&s:3-i] 
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' r ^1 9 y^'"'- (Aa) 

At — X— N B Jj^A^^c-CH, + (ffOJjCH— N ; ^ 

(IXg) P(a) 



Ar -X- N B jl a"^?-ch=CH -N^" ) ( ^ ) 





R2- 

(Xlg) 



Ar —X— N B j[A^ C-CHj-CHj— n 

(viig) 



Ar — X— NBJI^aJ — CH=CH— CHj— ) 

(ig) 

Xm (Aa) ^J^Jf, MI3I@ (a f) tl^^^tcL 

xm (Ab) Jc:fett§ji7C^/i&«. (^J^Jf, Pd/C^©M 

^tc. ^Kmt. 2m^n^::t%-v^, m^it. m^rnxm (ag) 
xm (Ac) izmm^i^i^mu. m^it. mmxm uc) tmrnzv 

^'^m (IXg) i#:^^©;&^(c J; 0 mm-^ Z. ti^Xt^o 
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it^m (I) it. OT® mmm] (na) twi'^m (no 

^"^^ (...) ^ 

it^^ (iia) it. ^w<ikm:^m^^^^t^n\zmi^rz:^m\z^^mmr 



10 {b^ti (10 i^xif&rf<D [iS)fife9] fctjevi^ -fb^ti (lib) tit 
(II lb) dttcfcoTSSiit-sjitd^T^^. M m 

it. mmoiiM (a a) ^^m^m^R^-t.nmzhxff'^^tiii 

^^#1 (lib) m{tkm^mh^^>it^n\zt^]:.fci3mz^mm' 

it^^ (lllb) mmit^^ (III) tf^^tclLTSjgf 

{k^i^ d") it. mpiitwF<D mmmio] izm\ ^^m (na) h 
it^m (uic)_tm^R}t-\zntz.t\z^oTmmt^^ti)txt^o m 
m^s.^i it. mm<Dxm (a a) izm^m^Rf^tmmizvxff^c 

mm 10] 
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0 



(lla) 

(lllc) 

it^^ (I lie) \t. nm.^^ (Ill) tmmizbxmm-r^::t7!)^i!^^. 
mm ^i^mmwi^mi tvnt. ^mt. ^>-t?x h;pxx =^i^u>. 

15 ^^'^>:f3iEi)^m^^^n^o 

«riB ry^ n^^iij tbxu. mx\t. n.n- 9";p7}n;pa7 5 H(dmf). 

20 l«lBr7.;i/7|^4^ V HJS^iij t LTli. >f y^^^jVTsM^-y h (dmso) 



wo 01/87834 



93 



PCT/JPOl/04015 



7^/<DumMtvx\ts mt&'s tvxmy^hrc7B.ym(o^m^i)m^^ 

10 tl}\^:^^->(D^mMtLX}it. m^\t^ Ci_67;WK«S|^ X.^ 
\i\iU^-y(D^m^hhX\t. mXU. Ci_6 7;i/+;KfH|, /5^;k X5^ 

;k :/Dhr.;K -f y:/Dtr;k tert-7'5^;i/?&:t'). 7xx;k 
;k 5?^5";i/7xx;i/'>u;k tert-:/g';ui?p^5^;k>u;k ten--:f^}\^ 

3':7^>^i:), Ci.^7)V^)Vm. y^^JVs X5^;k n-^D t!;U;&i:). C^. 
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5 i/X -f > ^—iJziyi? S^>-fe>'X (Protective Groups in Organic 

Synthesis), Jotin Wiley and Sons TiJ(1980) tlBm®;^^^c5:£(c2pDTfTd 

tvx'A(oxm(Dm$^tbxm-^nxh^\^\ ■ 

mamiE^^^nmp^^nmzmnxi^^^o 

^'y. bhncaic^^b, ym\zmmf^mB.o)=fV3-mmmis.Et.Lx 
z.z.x> miA\zmmt^mmtLx\t. mxmm& m. mmmmm. 

(malignant mastocytosis), ^BttlGtil (exogenous obesity). jgOxa 
U>ffiiE2^i-fe (hyper insulinar obesity), jiifii^f4IE^(hyperplasinic 
obesity), TS#:ftlG^ (hypophyseal adiposity), W.ia.m.M^^^ 
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(hypoplasmic obesity), ?t«JjaTOi£TIE« (hypothyroid obesity), ^ 
i^TSPttflGIS (hypothalamic obesity), -^{^ttflfi^ljK (symptomatic obesity), 
/jNieUe^ (infantile obesity), ±^#flE^(upper body obesity), 
mWM (alimentary obesity), ftiligiSTffilE?^(hypogonadal obesity), 
5 ^#'|41IEiliiflSlte(systemic mastocytosis), ^MttflG^I (simple obesity), 
«t'ii>f41IE^i(central obesity) , g:ft/Lii-^(hyperphagia), fiil$#, 

10 m^thxh^mx^^. 

. mmm-^^ii\z^^xm&-^M. 

nmfmzwmtti^mwtLx\t. mmmtvxmmo^m 

20 ^m. mm m^mmzmmn. mmmn> mmm. m-^mu 

mmni m^itmuE-mrnvf^n^o ^tc. Mmit(Dmz. '^-mz^^cx. 
mmnu tnmmi mmu -^mu mmms mmifiEmmmmi^^^ 

^P'T H'>U:^7)a:^:5&mfe.n5. 
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^4^'>^5^;i'ir;pp-x*;ui/^7A. ^p;^:^j;MP-x^hU'>A, 

(L-HPC) 5ft^5&We.n§. 
k KP=^^i/X5^;Hr;Up-;^, t HP^^^S/yp tf;i.-k;UP-;;^;5:£oiS7jctt 

!5 mmmtLxu. mm. ^i9:t=^-'>^msmxxrm ^uuzr^^y 
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5 mws.E) . )mm> m^nuE) . mm. ^wl^-^ 
15 m 60kg) ic^ps-^f 1 B ^fc D on^mt. ^Mm^^^x^ 

^^^^mt'^^ t\^XMAlS.\i^\ym SOOmg, 0^ b < 1 55: Vi lOOmg, 

z.(oi:.^ti.mmmmnthx\t. m\t mm.m^mmi > mwm^mm 
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<},f7U-(>mm , JTT-5 0 1. GI-2 6 2 5 7 0. MCC-5 5 
5, YM-440, DRF-2 5 9 3, BM- 1 3 - 1 2 5 8 >. KR P- 2 
6 9 7, R- 1 1 9 7 0 2f3i^f)mif^n^. 

Mo 

xi^U-H, 55"^U-H (KAD-1 2 2 9) , J TT- 6 0 SfSiiii^m 

w) %(Dm^^^ti-(>x^)>m^;mhmm, mm-^a^^^^y^^zs^y 
-f >xu>{ctt. mm^m. m^m. -mm. mm. mmmf^^ 

/3 37H^:^U>^^#f^«I^^:bT^i. m«AJ-9 6 7 7. BMS 
-19608 5, SB- 22655 2, A Z 4 0 1 4 O;^^/0^^tf Stl^o 
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^yh ;^S.U7.^yh -.^-yVTs^vY ; SNK-8 6 0 'rm)\^V7.^ 
'>h;AR 1-509; AS -3201 ttE1:tm\1 ^tl^ o 

10 e>tlSo 

;k i[m^7:/Uh\ '>p:^^^/-;k -rpi^'^>hBl 

X^;k p^-7>5'> (memantine) , trTyHU> (pimagedline ; ALT-711) 

U/'?— t?a*^tUTtt. m(f:^-;i'U;^i5^'y h;^i:/&Wen-5. 
:feWiiJ^tbTtt. m^Tv^^H-JK x:^X7x>775X 

:fy)Vi^^A^mm. :^^)^j^^^y^}mnm. ryi^^i-y-yi^yumfim 

yyi^^T-yzyy^mmmmmmtLxyt. ^Rj^*7>:/u;k x:^-^ 
:/u;k 7^-ky«j;k x^7'u;k us^y:/u;w, ^rs^j^yuju, 

^:^ifyu;K >'^-»fy'J;k xt;3!jyu;k h7>H^7°UJk (M) 
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AL 067K NIP-121 ;^i>W6n5. 
6 ->U^iy^)V. /V\^D-)Vi^>. -r;i'^1J-;W^>, CS-866> EllTTTi^^&t^tfS 

^-hs :^0 7^'7*^-h. >->7^:/^-h^^;0tWSn'5o 

TJUry'/yA. 7;i/2;T"tfAAJS:£3&«#tfens. 
±13 mo-DMi tVXit. m^U. 7;i/:t+-fe5"X 7;PjJ?:^^1J-5X 
20 < 5 7^7$ X AD:^^'fe5^>, 1J— h 7 U >;&:<i:*t^tf Sn-S. 

Mm.^tmmmmMt^m^'kt>-^nx^^nu^\,K :i<D^^fsinmm 
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FABMS (pos) it. (Fast Atom Bombardment Mass 

Spectrometry) \Z^n^ (+) mrm^Vfcnm:^^^ h)Vl!$>^o 
MSCAPCI) :fe^tJfMS(ESI)tt, ^n-^n:^^^^^:t>'fbfe (Atmospheric 
25 Pressure Chemical Ionization : APCI) ^^\/^tn^^M^^>itf^ 

(Electron Spray Ionization : ESI) iZ^^mMVtcnMT.^^ hJVU^^^o 

s : l/y^Vv h (singlet) 
d : ^^ZfVv V (doublet) 
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t . : 


hVfUy h (triplet) 




q : 


^ y)\'7'v h(quartet) 




m : 


■7Jl/5^y!x7 h (mu 1 t i D 1 e t) 




b r : 


H (broad) 


5 


J 


A !y ^^^^ (coudI ine cons tant) 




Hz : 


^;^!y (Hertz) 




CDC 1 






DMSO 






THF 


• y \ ^ *— 1 ' y ^ ^ 


10 


DMF 






DMSO 






WSCD 


J- •J^^ /K o vo ^ )V J ^ y y u jl^jv) j^jv 










WSC 




15 


v-r5K i. 


^^^^^ 




^H-NMR :yPh>Mm^«' 






(ii^>"J-#:^CDC 1 34'-eS!I^Lfe. ) 




I R : 






Me : 




20 


E t : 






HOB t 





I p E : >?-f V y p tf;i/x-x;i/ 
DM A P : 4-:^^ ^)V7 5 / tT U 



25 *OT»^'i:OT®t;feiiT. m^'^Ts.ymtsi^^m^'^m^t^m^. 

lUPAC-IUB Commi sion on Biochemical 
Nomenclatu r e\Z^:hV§m^^\,^\t^U^m\Z^n'i>'mmV§^\z 
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XJ s\ 




C 1-/ AN /V 




A 


- J J ^ — 


I 


• ^ ^ V 




. y J 


U 


. V r y y 


K IN A 




mK In A 


. >^3/TI^Vt — 'J -^^^ 


a A 1 r 


: v^^T^y /y^ / y y~^) y 


u 1 1 r 




1^ "D 


• x^-T* y / y yzi, u y 


i-1 "D 

u 1 r 




A 1 Jr 




TT T\ A 

iiD 1 A 




o JJ o 




T A 

li 1 A 




Cj 1 y 




A 1 *n 

Ala 


^ 


y a 1 




Leu 




T 1 o 

lie 


• y^)\r\y^y^y 
- n J y y 


O C 1 


• 1 1 V 


1 11 1 




Cy s 


: i^;^'7^'r > 


Me t 




G 1 u 


: ^;l/^5>® 


Asp 




Ly s 




A r g 


: T)\^^z.y 
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His : hT^^-jy 

Phe : 7x-;W7^-> 

Tyr :^a-» 

Trp : hU:/h77> 

5 Pro ::/PU>. • 

Asn : 7X;t^^> 

Gin :^)V^5.> 

pGl : tfPi5^;i'iS^5>M 

Me :^5^;i'* 

10 E t : X^^-JVS 
Bu 

P h : 7x-;i'» 

TC : 5"7yU>'>-4 (R) -;if7;i/3|?:^^lj-5 

T o s : p - h;i/x>x;pj|Nn;i/ 

CHO : 

Bzl I'^^v'JP' . 
20 ClgBzl : 2, 6 -i?^PD^>^?;i' 

B om : ^>i^)V:t=^->:^^JV 

z : ^>v^ji/:t^s>:^j;i/3i^n;i/ 

C 1 - Z : 2 - :i7 P P^>v?;P;f ^i/;i7;P3j^-;i/ 

B r - Z : 2 -':ra^^>z^)V:t^Z^^}\^-^-}V 

25 Boc : t-:/h^v';^7;Vi}?-;p 

DNP : S^r:hP7xy-;i/ 

Tr t : hU5^;i/ 

Bum : t -yh:^vp^5^;i/ 

Fmoc . : N- 9-7;i/;n^-;M h4^->:^j;i/fc;i/ 
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HOOBt : 3, 4->?tHp-3-t:HP^->-4-:t^V- 

1,2, 3-^yVhV7-J> 
HONB : l-h\iU^>'-5-y)V'^)l^^>-2. 3-P:^)\^ 

6 DCC : N, N' -i?i/i7D'\^$^;i':^7;P3j^>''r5 H 



h SLC-1 ^n-H-r-S cDNA®Xi^U-::i>^(w^£fflU;^c^^DNA€:^-r. 
10 CIB»-^:2] 

^ h SLC-1 ^ri- Kf S cDNA OX ^ U '-:z>if\z^m Ltc^Mk Sr^T. 

^yh SLC-1 ©±75 /SBB^^^-r. 
fcyyh SLC-lcDNA©±ilSE^JS;*t*. 

yyh SLC-1 CHO SBligOD^^ P->fc:fett§ SLC-lmRNA ©^^M^Sail^ 
•r5feJe){;:^ffiUfcU3}?:/n-:/ (riboprobe) ^^"T. 
[gS^J##:6) 

h h SLC-1 ^n- HTS cDNA ;fe3l#TSfc8e)fw^ffl Lt'^^m Sr^-f. 
th SLC-1 S:n-H-r§cDNA<£22^^tT'5fcJ6{c:^fflLfc:/^^"7-S:^ 

to 

t h SLC-1 H-rs cDNAikiiaSB?iJ<&^'r. 

t h SLC-1 (D-kr^y^mun^^to 

C@2^J#-^: 1 03 



wo 01/87834 PCT/JPOl/04015 

106 

b h SLC-1 (S) - HT^ ^ U Lfc^^DNA ^^-T. 

C@2^J#-^ : 1 n 

t h SLC-1 (S) ^n- HT^ cDNA©;^i> U -::i>tJf{c^ffibfc^figDNA^^"r. 
CIB^JS^: 1 2) 

5 fc h SLC-1 (L) ^ n - H-r s eDNA ^ U -r:>;;f f::^^ L;fc^^DNA S^l", 

mmm^: 13) 

t h SLC-1 a) ^3- H-r^ cDNACDX^ U -::i>'^\zm b/c^^DNA^^T. 
5' m\ZSil ^?t3' filKcSpe I ^^iB?lW«fvfjin$tl 

10 fchh SLC-1 (s) mho-km^mm^m-rc 

5' miz Sal I i^mBmmm-^n. ^ft 3'' m\z spe i mmmmnimM^n 

fchh SLC-1 (L) cDNA ©^it^BB^J^^-T. 

15 th SLC-1 (s) ^mcmmmi^^zf^\ihsic-i(L) mmmm^(D^^a-> 
\z^n^ sLc-imRNA (D^mmmm-t^rctbizmm vtc u ^i^yo-y 

(riboprobe) ^MTo 

1 - 6 i^n^nrcmnm^: 9 T^^nsigss^j^n- Hf dna 

^-^tri/^XS Escherichia cell DH10B/phSLClL8 

20 ¥figl 1¥2^ 1. B;$^e,affi:g^#I||g^^l5^^to^X^MW^0f (N 
IBH) t^lt#-^FERM BP-6 6 3 2iLT> Wl 1^1^2 1 
0?5^e.mfifeA-%S^©fS^fiff (I FO) (C^ie#^IFO 1 6 2 54<i:L 

25 I^JfiM 

X5^;i. 6-(3-i?np:7'D/v-f;W-3.4->ft b*o-i(2H)-^y ^)>^)lt^^ 
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Ji^)V 3.4->?h KD-l(2H)-^y U >*JI/3j?4^vl/- h 04. 5g. 
70.4nBiiol) i:3-i7DoyDtf:t-;i'^PU F (7.39nil, 77.4inmol) 

UU>^^>mmzmt7}VS.-^A (23. 5g, 176niiol) ^zKJ^TTfJn^fc^, 

t^^t\z^K>^it^<\^ (15. 6g) *mp. n-nx:<DMm?^tiyX%rco 

10 'H NMR (CDClj) 6 1.35 (3H, t, J = 7.0 Hz), 1.93 (2H. m). 2.83 (2H, t, 
J = 6.2 Hz), 3.42 (2H, t, J = 7.0 Hz), 3.81 (2H, t, J = 6.2 Hz). 3.92 
(2H, t, J = 7.0 Hz), 4.28 (2H, q, J = 7.0 Hz). 7.74 (2H. m), 7.92 (IH, 
. d, J = 8.8 Hz). 
Ttm^^m C,sH„ClNO,i:LT 
15 tfM:C, 60.91; H. 6.13; N, 4.74. 
mikmiC, 61.20; H, 6.05; N, 4.74. 

%-[z-ii^^ 5 y ) y □ /I y ; w -3. 4-i> t H o-i (2h) j u 




1 T# e»nfcx5^;i/ 6-(3-^ D D ^un ; -r ;w-3, 4->? t k o- 

\im-^J^)yfi)\^ts^=yV-Y (15.0g, 50.7nimol) ©>?^pD^^>j§^^ 

\z^^%i?:^^)w%yimwL (51II1L) ^^jaT?iin^7'c^> 2B#w^bfc. 
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(i6.3g) ^^mmtLxmco 

5 'HNMR (CDCg 5 1.34 (3H. t. J "^ 7.0Hz). 1.96 (2H. m). 2.29 (6H, s). 

2.79 (4H, m). 3.11 (2H, m), 3.79 (2H. m), 4.24 (2H, q, J = 7.0 Hz), 
7.72-7.78 (2H, m), 7.78 (IH, d, J = 8.4 Hz). 



EtC^o • HCI 

m^m 2 x^^ntcJi^ju 6~[z-ii^:^^)\,7s. y ) :/o/ty -f ;w-3, a-p 

\i\^a-\m-=¥yV>:fy)Vts=¥->U-h (15.4g, 50.7mnol) <DhVy)V:t- 

ommmm\zhvx:^)w>y> (64.8idi, 406iniDoi) ^^Mfs^m^yxM^^ 
Tco n6ntcni^^0x.'-y')mmiz4mMmi[:7i<.m-wm:r.^)v^mx. 

^ e^x5^;i/x— r;PTi5fe?^-f 5 ::t\z^r) ^mit-^^ (14. 8g) 

'HNMR (CDCI3. yj-mm) 6 1.32 (3H, t. J = 7.0Hz), 1.78 (2H. m). 1.83 
(2H. m), 2.22 (6H. s), 2.29 (2H. m), 2.56 (2H, 1), 2.75 (2H. t. J = 6.6 
Hz), 3.74 (2H, 1). 4.24 (2H, q. J = 7.0Hz). 6.98 (2H, m). 7.59 (IH, dv 
J = 8.4 Hz). 



5-[Z-ii^^^)U7B, J)^U \L)V\-%, 4-5?t: HD-1 (2H)-^/ U 
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N, N- vp^^^jU-S-d, 2, 3, 4-x h ^ t K P-6-4^y U r:;i/)-l-yp/t >7 5 > 

2 J^A ^^^ ^^C 



5 v-\m-^^^jy:^)it^^zyu-h mku (u.sg, 44.4iimioi) 0^*^^ 

(200 ml) 12 O-CTl 6^M#U ^iS^MffiTSSLMffi^ii-r 

^CtiZ^^^mit^^ (12.8g) &mp. 250lC(decomp.) 0KS<4|$^7^tL 

'HNMR (D,0) a 1.78 (4H, m). 2.41 (2H. t-like), 2.54 (6H. s). 2.60 (2H, 
10 t-Ilke). 2.81 (2H. i). 3.22 (2H, m). 6.93 (3H. m). 

Ttm^^M C.AjNj • 2HC1 tVX 
tf^fi : C. 57. 73; H, 8.31; N. 9.62. 
mm^i. : C, 57.44; H. 8.22; N. 9.47. 

mm 5 

15 i-[i-[(4' -^na[i, r -tf 7x-;W-4-i';W :*7;i/fc;i/]-i, 2. 3. 4-x h ^ 



4- (4-i?nD7x::i;i/) (1.05 g) ©-r h^kKP7^>il 

(15 ml) \Z. m<tt=^1f^))V (0.39inL) tN. N—i^:f>^)V^)\^A7 

20 5H (iM) ^STmp^ffij^Lm mmm&T^^L 

tc. ^ISnfc^$&xh^t:Ho7^> (lOmL) fc^^L, 3!k?&T^ 6-7 

2. 3. 4-xh^tHo:^7ij> (0.7g) . TK^ib:)" h 'J 
Alji^T^ (0. 31 g) tmrnT^my^hy-f^JVyye-^A (12 mg) Oxh^k 




■ 2HCI 



o. 
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hp7^> (isinL) mmm^zm^tco m^^^^urzmm^wvrco^. 
•T^^^v^Aif^m mm^mEET^^bt. mnrcmt^z^x^jvx 

-^m^ ^^mtLT. ^Mit^^ (1. 1 g) & mp 149-151'C0ilfiJg^ t L 
5 T#;^. 

'HNMR (CDCl,) 6 2.03-2.15 (2H, m). 2.53 (3H. s). 2.94 (2H. t, J=6.4Hz). 
3.95 (2H, t. J=6.3Hz). 6.87 (IH. d. J=8.6Hz), 7.38-7.61 (9H. m) 7.79 
(IH. s). 

10 ti-^M: C, 73.94; H. 5.17; N, 3.59. 

: C, 73.79; H. 5.13; N. 3.57. 

(E)-l-[l-[(4'-i?PD[l.l'-lf7x-;W-4-'1';i/);!7;Ufc;W-I.2,3,4-x 
h 7 fc H D-6-+ y U -;W -3- (v^^ ^ / ) -2-y >-l-:t > 



20 




16 

5 7?#fe l-[l-[(4' DP [1, 1- -\fy3i-M-4-^MiJ)V7^- 
>'W-1.2.3,4-xh^bKD-6-4^/U-;WXi5'y> (0.65 g) tN, N-v? 

^5^;1'J}n;1/AT'5 h >^^^)V7±^-)i (s mi) og'&ti^iiot: Tie 

^'^:^^}VX.-7-M^^^^\thX. mM\t^m (l.lg) <£mpl68-17O"C0 

'HNMR (CDCl,) 6 2.00-2.15 (2H. m). 2. 75-3.20 (8H. m). 3^95 (2H. t. J=6.4 
Hz). 5.64 (IH. d. J=12.3Hz), 6.76 (IH, d. J=8.4Hz). 7.37-7.53 (9H, mX 
25 7.75-7.82 (2H. m).. 
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ff^M : C, 72.88; H, 5.66; N, 6.30. 
M^m: C, 72.58; H, 5.84; N. 6.20. 

6 l-(l-7-fe5^;l/-2,3.4,5-rh7b:Ka-lH-l-^>7:T-fert!>-8-r;P)-3-i7 



1-7^11^)1-2, 3. 4, 5-r h ^ k H D-lH-l-^ yX7M\f> (17. 5g, 
92.5ifflnol) t3-^'OD:^Dtr:tri;P;^P'J K (13. 2inl, 139niinoI) (Dv'^D 
10 □j:i5'>^?gfC:S^bT;P5nt>A (30. 8g, 231mfflol) ^TRJ^T-^jTO^fc^, 

; : B^mx^^JU^ 1 : 1) (CJ;0«mbT> ^^1J->75^e.i^M 

15 bT^M<b^«fe (8.47g) $nip. 106-107'C®i^fe|»7NibT#fc. 

'HNMR (CDClj) 6 1.41 (IH, dO. 1.87 (3H, s). 1.87-2.08 (3H, m), 2.54-2.83 
(3H, id), 3.44 (2H. m), 3.93 (2H..iii), 4.74 (IH, m). 7.38 (IH. d. J = 8.0 
Hz), 7.76 (IH. s), 7.84 (IH, d. J = 8.0 Hz). 

20 1- (l-T-fe^";^, 3. 4, 5-r h 7 b K P-lH-1-'^ >X7^}d>-S-^ )V) -3- (S^ 

pt5';i/T5y)-i-::^D;ty> 



7 l-(l-7-fe5';i--2, 3, 4, 5-x h ^ b H D-1H-1-^>X7 

■tfb>-8-'r;W-3-^DD-l-yD/iy > (7.10g. 25.4iiimol) (^(S^iJ'PP^rS^ 
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- >mmz5o%>^}i^^)irz>7mm (27ini) ^^ia-cip^m mmm 

5 A:^^i^->d^&^a{bbT^M^b^i^ (5.38g) ^mp. 68-70^:0^^1^*^:1, 

'HNMR (CDCI3) a 1.40 (IH. m). 1.86 (3H. s). 1.81-2.07 (3H, m), 2.29 (6H. 
s), 2. 59 (IH. m), 2.77 (4H, m), 3.13 (2H, m), 4.69 (IH. m). 7.36 (IH. 
d, J = 8.0 Hz), 7.75 (IH. d. J = 1.8 Hz). 7.83 (IH. dd. J = 1.8. 8.0 Hz). 
0 jtM^^m C,^„N,0,tLT 

tf^M: C. 70.80; H. 8.39; N. 9.71. 

*i^M:C, 70.87; H. 8.16; N, 9.44. 



(B)-3-(l-7-t5^;P-2, 3. 4. 5-x f ^ t F P-lH-l-^>X7iftf >-8-r 



##^J8T#e.nfc l-(l-7ir5^J>-2,3, 4,5-xh^h Kp-1H-1-^>X7 
•tflf>-8-l';l/)-3-(i^^5^Jl.75/)-l-:/o/ty> (S.OOg, 17.3iniol) 0h 

U7;i/:^-osm?§iR{chux5';i/'>^> (22.21D1. i39aiiDoi) ^mmmm^T 

>7DVh>f^7^- (STOtt ; A^-b-> : g|SgX5^;P= 1 : 1) iz^Y)^ 
ML, gM<t;^«U (2.74g) *«#|tbT#fc. 

'HNMR (CDCl,) 6 1.39 (IH. m). 1.73-2.05 (5H. m), 2.28 (6H. s).- 2.53-2.75 
(4H, n). 3.08 (2H, dd. J = 0.8. 6.6 Hz). 4.69 (IH. m). 6.24 (IH, dt. J 




Me 



>»0 
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= 6.6, 16.0 Hz), 6.48 (IH. d, J = 16.0 Hz). 7.12-7.27 (3H, m). 

m^m 10 

(E)-N. n-i^^^)V-Z-(2. 3, 4. 5-x h 7 k H P-lH-l-^>7:7-tf t?>-8-r 
}V)-2-:/n^>-l-7^> 



9 T't#e>nfc: (E) -Z-{\-7^L^)V-2, 3, 4, 5-x h t KP-1H-1-^> 
X7ifh°>-8-r;i/)-N.N-:^^5^;i/-2-7°D^>-l-75> (2.73g. 9.95mmol) 
1 2 0*CT 1 2mmWl^ti<. W^&MffiT^ibfc^, 8 

'HNMR (CDCI3) (5 1.63 (2H. m). 1.78 (2H, m), 2.26 (6H. s), 2.74 (2H, m), 
3.04 (4H, 1), 3.78 (IH, br). 6.18 (IH, dt. J = 6.6, 16.0 Hz), 6.42 (IH, 
15 d, J = 16.0 Hz). 6.75 (IH. d. J = 1.6 Hz). 6.85 (IH, dd. J = 1.6. 7.8 
Hz), 7.04 (IH, d, J = 7.8 Hz). 
• Ttm^^m C,5H„N,tbT 

tHIM:C, 78.21: H. 9.63; N, i2.16. 
Hi^M : C, 78.15; H, 9.73; N, 12.23. 
20 ##^J 1 1 

(E)-l-[l-[(4" -i>UU [1, 1' -k'7xn;i/]-4-1' )V) iJ)V.ts^)V\-\.l. 3, 4-T- 
h^k Kp-6-^/ U-:Jl/]-3-tf^U-:^y-2-yn^>'-l-:t-> 



6 (E) - 1 - [ 1 - [ (4 '-i^DPEi.r-lf^x - -4-r Jl/) ; u /I? 




6 



H 
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:^)V']-i , 2, 3. 4-x h ^ t: K o-6-^ y U - ;H -3- (v'pc 5";U7 $ / ) -2-7'p ^ 

>-i--t> (o.29g) thf^ijv^> (3 ml) (DM^m^mx: ^zmmMWh 

5 X-T;P;di e^S^b bT, ^it^^ (0. 28 g) § IP 1 67-1 7013 <DM^W^ 

■ tLxmco 

'HNMR (CDCI3) <5 1. 57-1. 70 (6H. m). 2.03-2.15 (2H, m), 2.92 (2H, t. J=6. 6 
Hz), 3. 25-3. 45' (4H, m), 3.95 (2H, t. J=6.4Hz), 5.74 (IH. d, J=12.5Hz). 
6.74 (IH, d, J=8.4Hz). 7.37-7.61 (9H, m) 7.72-7.78 (2H, m). 
10 12 

i-:/p;t/> 



'HNMR (CDCI3) 5 2.21-2.33 (9H, m). 2.74 (2H, t, J=7.2Hz). 3.11 (2H. 
t. J=7.2Hz). 3.23 (2H, t. J=8.6Hz), 4.12 (2H. t. J=8.6Hz), 7.78-7.97 
(2H, m) 8.24 (IH, d. J=8.4 Hz). 
##*SJ 1 3 

20 (E)-3-[2, 3-v?t: H □-IH-f > H-JP-S-'TJW-N. N-i?p^5^;P-2-yp/^>-I- 
7^> 



Me 




15 m'Ah3:it\z^r), ^S'ffc'&tJ^Jte^t3>5M*^ti.J:LT#fc 




H 



1 ) 1 2 r%1t l-(l-7±'^)l-2, 3-i^h H P-IH-^ > K-;i'-5- 

-f;l')-3-(v^5=-;U75y)-l-yPAy> (4.3g) (40 ml) 
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\z. mriZTi^miht^'^mi-h^j^A (0.75 g) ^imx. m-^m^o-^x: t 

5 ^- (MM^Ii ; S^mx5^;W tcJ:t)«l8LT, 3-[l-r"fe5^;P-2. H 
(3.3 g) <^*ife|»*tLT#fc. 

2 ) ±fB 1 ) 3-[l-7ir5^;U-2, 3->^b K D-lH-< > F-;i/-5-l' 

;i/]-3-hKP^v-N,N->?p^5^;i/-l-yo/1>7^>(3.3g) (20 ml) 

10 (om^m^ 16 I^PbIMMJKLt'c. S^S^^^rMET^i^b. 

m ^«E*teT@*bT. mmit^m (2.3 g) *?ftJKtitLT#fco 

'HNMR (CDCI3) 5 2.25 (6H, s). 2.97-3.04 (4H, m), 3.55 (2H, t. J=8.2Hz). 
15 ca. 3.8 (IH, br.s, NH), 5.98-6. 09 (IH, m). 6.41 (IH, d, J=16.2Hz), 6.56 
(IH, d, J=8. 1 Hz), 7.02 (IH, dd, J=1.5. 8.1 Hz), 7.19 (IH, s). 

1-0. 2, 3, 4-5^ h7 k HD-6-:^/ U n;i/)-4-(>^;*5^;U75 /)-l-':f^y> 
o f 

H 

20 X^^;!/ 3,4->^kh*D-I(2H)-^y U>:i!7;P7)^=^^'>l/-h*fflViT> 

'HNMR (CDCI3) 6 1.87-2.00 (4H, m), 2.33 (6H, s). 2.48 (2H, t, J = 7.4 
Hz), 2.78 (2H. t, J = 6.3 Hz), 2.91 (2H, t. J = 7.2 Hz), 3.37 (2H, t, 
25 J = 5.6 Hz), 4.4. (IH, br, NH), 6.39 (IH, d, J = 9.2 Hz). 7.60-7.64 (2H, 




wo 01/878 34 



Pa g e 118 of 285 



WO 01/87834 



PCT/JP01/0401S 



116 



##^J 1 5 

4-:t^ V-4-[2-( h U y)V-^ur±J-)V)-\, 2. 3, 4-x h ^ k H P-T-f V^^^ 



5 1) «hU7;i/:tD|^^ (47.5 ml, 336 mmol)^ 1,2,3, 

P'1'y+yU> (25 g, mmQ\)(DmWtW. (lOOml) ICOlCT^iSTU 2 

g*LT, 2-(hU7;i/:tPTir5^;W-1.2.3.4-xh^k KP-rV^y U> 

.10 g^m^mthxntzo 

'H-NMR (CDCI3) 6: 3.00-2.93 (2H, m), 3.92-3. 80 (2H, m), 4.77 (2H, m), 
7.28-7.13 (4H, l). 

2) ±IBl)T#fc2-(hU7;i/:tP7-b:5";i')-l,2,3.4-T-h^kHP-< 
y^/U> (10 g, 43.6 mmoDt^TKriA^II (4.8 g, 48 bbdoD ©i?^P 
15 PX^>?i^t>tc:, ^fiT:l^t;7;U$i:>^A(26 g, 200 mmoD^^^aToip 

^^x:•l;\nmw\^rc. Kim.^ii^7^\z^^. Mx^^ji/Tflbmt. g§ 

^>'J:^7^i^;U:^^Ai^PThi!f^:7^- (JSHW ; A+-t^-> : g^Mx^;i/ = 

1 : 1) Tffi^U M{H^lb7.5 g^U^mi^tLxnt:., 
20 'H-NMR (DMSO-dj) 5: 2.58 (2H, m). 3.00 (2H. m), 3.23 (2H. m), 3.83 (2H, 
m), 4.84 (2H, m), 7.38 (IH, m), 7.84 (IH, m), 7.93 (IH, m). 12.17 (IH, 
s). 

m^m 1 6 

4-:^-=^^y-4-[3-( h U y)V-^u7^=f-)V)-l, 3, 4, 5-x h ^ t: Kp-1H-3-^> 
25 X7-i?tf>-7-^;Wyi57>i? 





F F 
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2. 3. 4, 5-x h ^ h K 0-lH-3-^>X7if tr>S:l9ViT, 1 5 tmU 

'H-NMR (CDCI3) 6: 2.81 (2H. t. J=6.4Hz), 2.90-3.15 (4H. m), 3.29 (2H. 
t, J=6.4Hz), 3. 65-3.85 (4H, m), 7. 20-7.33 (IH, m), 7. 75-7.85 (2H, m), 
5 ca. 10 (IH. br). 

ran 




Me 



1) (4-bHP+i^7x-;U)g^^ (50.4 g. 330 mo\)<D^mW. (230 
mOtC, *?&T13« (24.5 ml, 398 mmoDOS^^M (20bi1)<^, MJSI^® 

(4-l::HP^>'-3-nhP7xnjW|^^ (49 g)& mp 144-146t:©ig^<i:bT 

'H-NMR ((3)C1,) a : 3.76 (2H. s), 7.16 (IH, d, J = 8:8 Hz), 7.53 (IH. dd. 
J = 8.8, 2.2 Hz), 8.04 (IH, d, J = 2.2 Hz). - 

2) ±fBl) (4-kH 0:^5^-3-- hD7xi:;W)g^^ (25 g, 127 
DimoDOTHF^^ (ICQ iDl)JCiljb5^:tn;P (50 ml, 680 minol) ^^taTrUT 

2l^rp1MiiMbfc. K^^^WMh. #^nfc^S&^OP5J^;^A(250 
ml){C^^U e^:/Ptf;i/75>(35 ml. 255 fflmol)0^PP7}^;PA^?K(3OO 

;i/-A:^^tJ->«i:DBig^lx. N,N-i^'/Pt?;P-(4-b Kp:^^>--3-xhP7xx 

)V)7tV7^ H(26.5 g)^ mp 55-5 7*0 0^^a:bT#;^c. 

'H-NMR (CDCI3) 5 : 0.8-1.0 (6H, m), 1.4-1.7 (4H, m), 3.2-3.4 (4H, m), 3.67 



10 



15 



20 
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(2H. s), 7.12 (IH. d, J = 8.6 Hz), 7.53 (IH. dd, J = 8.6, 2.2 Hz), 7.96 
(IH. d, J = 2.2 Hz). 

3) ±iB2) T#fcN.N-i^ypt!;i/-(4-tKo^^S>-3--hP7xn;i/) 
7-feh7$H (3, 5 g. 17.8 iiimol):fej;rX:/pq£Sfg|x5";i/ (3.0 ml, 26.7 
5 mol)0dm^m (40nil)lC, ^mtlO^A(7A g, 53 mnoDSJp^/t. SJS 

>^Omm^U M^b^tl (4.9 g, 75 %)^ mp 79-80*0 t LTf#;^o 
'H-NMR (CDCI3) 6: 0.8-1.0 (6H, m). 1.29 (3H, t, J = 7.0 Hz). 1.4-1.7 (4H. 
10 m), 3.1-3.4 (4H, m), 3.68 (2H, s), 4.27 (2H, q, J = 7.0 Hz), 4.76 (2H, 
s),.6.96 (IH, d. J = 8.6 Hz), 7.38 (IH, dd, J = 8.6, 2.2 Hz), 7.77 (IH, 
d. J = 2.2 Hz). 
Ttm^^m C.gHjsNjOetLT 
tf^M : C, 59.00; H, 7.15; N, 7.65. 
15 : C, 58.92; H, 7.15; N, 7.85. 

1 8 

3-(4-x h;^i/;^7;i/jH~;i/^ h:^S/-3-- hP7xx;i/)yD t!:t>il;<5^Jl/ 



1) 3-(4-tKn^>'7x-;i/)ypt!:t>i5^ffiViT, ##^J1 7<D1) 

20 tmm^mi^^nD^itiz^Y). 3-(4-t}ip^>^-3-nhP7x-;wypE 

'H-NMR (CDCIP 6 : 2.70 (2H. t, J = 7.4 Hz), 2.95 (2H, t, J = 7.4 Hz), 
7.10 (IH, d. J = 8.8 Hz). 7.46 (IH. dd. J = 8.8. 2.0 Hz). 7.96 (IH, d, 
J = 2.0 Hz). 

25 Bli^ : 80-82 "C (B^imm : mm.J:^)]^-^^1)-» 

2) ±|B 1 ) 3-(4- b K P 4^ i^-S-n h P 7 x-;i/) y P \d:t>m (49 



O 




o 
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VX, 3- (4- k H P 4^ '>-3-::i h P 7 x n ;|/) :fuE:t>m^ "^JV (47 g) 
5 mtbX'Mco 

'H-NMR (CDCI3) 6: 2. 64 (2H, t. J = 7. 4Hz), 2. 95 (2H, t, J = 7. 4Hz), 3. 68 
(3H, s). 7.10 (IH. d, J = 8.6Hz). 7.46 (IH, dd, I = 8.6. 2.2Hz), 7.95 

(IH, d. J = 2.2 Hz). 

M: 60-62'C (^^{kM : MX5^;i/-^^-tJ-» 
10 3) ±E2) T#fe3-(4-tHP^>'-3--hP7xr:jW:/Ptf^>^^ 

mm^thxmco 

'H-NMR (CDClj) 6: 1.28 (3H,. t, J = 7.0Hz), 2.64 (2H, t. J = 7.4Hz), 2.95 
(2H, t. J = 7.4Hz), 3.67 (3H, s), 4.26 (2H, q, J = 7.0Hz), 4.75 (2H, 
15 s), 6.93 (IH, d, J = 8.6Hz), 7.38 (IH, dd, J =8.6. 2.2Hz). 7.72 (IH. 
d. J = 2.2Hz). 

si,'^: 70-72'c (m^imm:mmji^)v-^^i3r:^) 
9 

3, 4-v^k H P-6-(3-3- K^P lf;W-4-(2-:^7:5' U>7.M:=-M-2U-l, 4- 
20 ^>Xt^-^^> 

1 ) 1 8 T#fe 3-(4-X h^'>*JUJi^-;l/;jt h4^'>-3-- h P 7x 

n;w7°ot!:t>M^5^;i/*fflv:>T, mmmi 3 3 tmmomw^noctiiz 

^V). 3-(3.4-vb HP-2H-l,4-^>X:t^i^-v^>-3-:t^V-6-r;l/)yPtf 
:t>m:^'^)V^mMtLxmzo 

'H-NMR ((BClj) 5: 2.60 (2H. t. J = 7.4 Hz). 2.88 (2H. t. J = 7.4 Hz). 
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3.68 (3H. s), 4.59 (2H, s). 6.7-7.0 (3H, m). 

. si!,^: i3i-i32t: (M^itmm : mmj:^jv-^^^» 

2) ±|B 1 ) X-mz 3- (3, 4->' h H □-2H-1 , 4-^ >X^^'^i»-3~:^^ 

v-6--f;i/):/ok!:t>BI^5^;u (24 g, 102 iudoDothf mmimm\z. 1 

T^^iijm, mmmm (50 mi. 300 moDm^ 2 mmmt^^. 6m^7K 

h V)Vm^ (300 ml) \Z h U X5^;UT$ > (25g, 250 minol) ^mxrc^. l-i- 
10 7^1/>X;I/jJn-;I/^pU H (56 g. 250 iDmoI)©7-fehr:hU;i/^?g? (100 
ml) *3ic?^TliP^> ^MT 4 l^raaHi^l.;/^, S;S^g$^gi^b, SSfcTK^iP^, 

S/'^AT^^I, ««lb7to mt(K>r^Vymilk (500ml)fc3'>fb:^hUT>A 
(37. 5 g, 250mfflol)»^^fil?«tli$bfe. SJSSM^igi^b, tK (500 ml) 

'H-NMR (CDCI3) (5: 2.0-2.2 (2H, m), 2.71 (2H.- t. J = 7. 4 Hz), 3.18 (2ft. 
t. J = 7-.2 Hz). 3.72 (2H. t. J = 4.6 Hz), 3.93 (2H. t. J = 4.6 Hz). 6.70 
(IH. d, J = 8.0 Hz), 6.90 (IH. dd, J = 8.0, 1.8 Hz). 7.5-7.8 (4H. a), 
20 7.8-8,0 (3H. m). 8.30 (IH, s). 

: 87-88 *c (m^^mm wm:L^)v-^^^y) 
0^m2 0 

N.N-v':/Dtf;i.-[4-(4-^ h=^x7x-;0*;i./Kx;M h:^^>--3-xhp:7 




25 Me 

7©2) T#fcN.N-S^ype;P-(4-tHP^v-3--hD7xX 
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'H-NMR (CDCg 6 : 0.8-1.0 (6H, m), 1.4-1.7 (4H. m), 3.1-3.4 (4H, m), 3.65 
<2H. s). 3.89 (3H. s), 5.34 (2H, s), 6.9-7.1 (3H, m). 7.40 (IH. dd. J 
6 = 8.6. 2.2 Hz), 7.76 (IH. d, J = 2.2 Hz), 8.00 (2H. d, J = 9.0 Hz). 

: 95-97 1: mBimm »six5^;i/-a^u-» 
2 1 

3- (4-^ p □ 7 x:=:;W 5 > 




10 ■ 1) 3-(4-:j7dD7xr:;P):/Pt!:t->^ (5.00 g, 27.0 mino)<h:^<fc:^;r 

(3mi)©}i'&i^*2i^F^Ms^brc^, ym(r>mc=j-ic::^)y^-msMii\y 

fc. #&nfc^iE&xh7t:H077> (200ml)fc^^U um,<r>'rYy 

^^^titCTK, lN7Km{b:hhU'^A7KW^lin^> 5 

7xr:;i/)7'DVf;P7;i/P-;i' 4.6 g<£«tltbT#yco 
'H-NMR (CDCl,) <5: 1.86 (2H. tt, J = 7.4, 7.4 Hz), 2.68 (2H, t, J = 7.4 
Hz), 3.67 (2H, t, J = 7.4 Hz). 7.12 (2H. d, J = 8.4 Hz), 7.27 (2H, d, 
J = 8.4 Hz). 

20 2 ) ±|B 1 ) xwt 3-(4-i^ D p 7 x-;i/) •:fu tf;i/7;i/3-;p (4. 6 g. 27 

mmol)^: hUX5^;|/7S> (3.78 ml, 27.1 mmoD^xh^k HP77> (100 
ml)^?g};:^5^;i'^PU H (2.10 ml, 27.1 mmoD^O'CTJPX.^ Sia"e30^ 
K'm.-^mz.i^-^IS&^s i^mx5^;PTiftaib}^c, JftHilg^W NaCl 

25 fd^. H^S?i^ijt7i$';K5 K*U>>'A (5.02 g, 27.1 ininol)*>^^5^;p 
7Jn;1'A75 KJC^^L, 80*CT10NfTOIiiE#bfc. ^e)ns^^lc 8N tK 
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2-[3-(4-^ 0 07x-;i/) 7°P t!;W-lH-1' > H-;i/-l, 3(2H)-v:t> 



. 'H-NMR (CDCl,) 6: 2.00 (2H, tt. J = 7.4. 7.4 Hz). 2.69 (2H, t. J = 7.4 
Hz). 3.73 (2H. t. J = 7.4 Hz). 7.10-7.82 (4H. nO. 7.69-7.89 (4H. m). 

5 3) ±iB2) T#fc2-[3-(4-^no7x-;0::/'Dtf;w-iH-i'y-r>H 

-)V-l,Z(2n)-i>:t> (7.47g. 24.8 mmol) H^e^>-7KSltl (2.4 ml. 

10 ^mthxmco 

'H-NMR (CDCl,) 6: 1.80 (2H. tt, J = 7.-4, 7. 4 Hz), 2.63 (2H, t, J = 7.4 
Hz), 2.76 (2H. t, J = 7.4 Hz). 3.08 (2H. s). 7.08-7.29 (4H. m). 

2-[4-(4-i> nD7x-;i/)-l-H^U i^=-)V]-2-t^VJ:^Jl^7^ > mkM 



^VP> (1.80 g) . N-(tert-:/h4^->;jf7;i/fc;P)i^Ui^> (1.49 

g) , hUX5^;P75> (2.38ml) ©DMF '(80ml) mmzMXfc, KJ^ 

= 1/1) xmULX. tert-:/5";i/-2-[4-(4-i^PD7x-x;W)-l-hr^U>'X 
)V\-l-:^^VJi^)V-^)VA^-V (2.48 g) 

'H-NMR (CDCl,) 6: 1.46 (9H. s). 1.50-1.70 (2H. m). 1.80-2.00 (2H. m). 
2. 60-2.90 (2H, i), 3.00-3.20 (IH, m). 3.75-3.90 (IH. in). 3.99 (2H. i). 
4.70-4.80 (IH. m). 5.56 (IH. m), 7.11 (2H. d, J=8.4Hz). 7.29 (2H. d. 



7.47 g^mwtLxmc 




o 



1) v7y U>^>^X^;P (1.29ml) ^4-(4-^OD7xx;W-l-e 
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J=8.4Hz). 



2) ±131) T#e)n;fc tert-7'5^;i/-2-[4-(4-i^nn7x-;W-l-ti^ 
^)P=.M-2-^^VX^)Vtl)lJ'^^~h (2.48 g) <£4S^Mb7[C^@^mx 

'^mm (50ml) m.ux'4mmmwhrzo mmmsrfm^v 

5 X^mit^<& (2.16 g) 
MS (ESI) (M+H): 253. 

'H-NMR (CDCI5) 6: 1.40-2.00 (4H. m), 2.65-3.00 (2H, m), 3.05-3.20 (IH, 
m). 3. 75-4.00 (3H, m). 4.40-4.60 (IH. m), 7.27 (2H. d, J=8.8Hz), 7.37 
(2H. d. J=8.5Hz). 8.25 (2H. m). 
.0 ##^^2 3 

2-[4-(2-^5';P7 x-;i/)-i-t!^u >>-;w-2-:t=^^yx5^;P7$ > mMm. 



1) 4-(2-pt5^;i/7xn;w-i-t!^u>'> MmM^m^^x. ##032 2 
©1) iR«lO^f^SfT5J:ifci:0. tert-:;^5";P-2-[4-(2-;t5";P7x- 

'H-NMR (CDCI3) 5: 1,46 (9H. s), 1. 55-1.75 (2H, m). 1.80-1.90 (2H, m), 
2.36 (3H, s), 2. 60-2.80 (IH, m), 2.90-3.20 (2H, m), 3.75-3.90 (IH. 1), 
4.01 (2H. m), 4.70-4.85 (IH, m), 5.58 (IH, m), 7. 00-7; 20 (4H, m). 

2) ±gl) tert-y5";U-2-[4-(2-;^5^;i/7x-;|/)-l-hf^U>' 
:z)V]-2-^^Vx^)V:h)VA:^'-h^m\'^X. #5t^2 2©2) t|plil©ji 

MS (ESI) (M+H): 233. 

.'H-NMR (CDCl,) d: 1.40-2.00 (4H, m), 2.32 (3H, s), 2.70-2.9l' (IH. m), 
2. 95-3. 30 (2H, m), 3.75-4.00 (3H. m), 4.40-4.60 (IH. m). 7.10-7.30 (4H, 
m). 8.25 (2H. m). 
##^2 4 




HCI 



O 
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2- [4- (4-7 O 7 X U) -1 - ^ -2-:t4^ y X5^;l.7 5 > 2 *g 



1) l-(4-7;i/:tP7x:^;P)tf^^i;><&ffi(.iT, ##^J2 2®1) ,h 

tr^ ^ ;W -2-:t+ V x5^;P:j!7;w\-^ - h 

'H-NMR (CDCI,) (5: 1.46 (9H, s), 3.05-3.15 (4H, m), 3.55 (2H, t. J=5.1Hz). 
3.7.9 (2H. t, J=5.1Hz), 4.01 (2H, d. J=4.5Hz). 5.52 (IH. m), 6.85-7.05 
(4H. in). 

10 2) ±IB1) T#fc tert-75";i/-2-[4-(4-7;i':tn7xx;i/)-l-hf^^ 
v-;H-2-:t=^^yx5";i/;^j;i/;tp^-.h^ffiViT> ##^?il2 2©2) i:!^^® 

MS (ESI) (M+H): 238. 

'H-NMR (CDCI,) <5: 3.25-3.60 (4H, m), 3.70-4.00 (6H. m). 7.15-7.30 (3H. 
15 m). 7.30-7.50 (IH. m). 
##^«I2 5 

2-[4-(2-;< h + i/7x-;i')-l-tf^^S>'-;i/]-2-:t^VX5";i'75> 2 



20 1) l-(2-^ h:^r>'7x-;Wtf^^>?>^^l,iT. ##^2 2©1) t 
l^^©Sf^*fT7^itc:J;J9, tert-75=^;P-2-[4-(2-p^ K^v7xx;i')-1- 

'H-NMR (CDCI,) 5 : 1.46 (9H. s). 3.00-3.07 (4H, ffl). 3.56 (2H, t. J=5.4Hz), 



mm. 





0 



2HCI 
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3.82 (2H, t, J=5.4Hz). 3.88 (3H, s), 4.01 (2H, d. J=4.5Hz). 5.56 (IH, 
m),' 6. 85-7.05 (4H, m). 

2) ±131) -e#fe tert-:/^;i/-2-[4-(2-;< h=^^S>7x-;i/)-l-lf^^ 

MS (ESI) (M+H): 250. 

'H-NMR (CDCl,) 6: 3.20-3.50 (4H, m). 3.75-4.10 (6H, m). 3.87 (3H, s), 
7.01 (IH, t, J=8.0Hz). 7.15 (IH, d, 1=8. OHz), 7.27 (IH, t. 1=8. OHz), 7.49 
(IH, d. 1=8. OHz). 
10 ##^J2 6 . 

2- (4- ^ P P 7 X y X5^;i/7 5 > 



1) 4-^PD7xy-;i/ (2 g, 15.6 inmol)Oe^;<5^;p2l^;i/A75 H(20 



ml)mmZ7i(.mit±h^)'yA (m inoU, 640 mg, 16 mmol)$m> MWV 
15 ZO ^mWl^Tz'^^ N-(2-yp^X5";W7:$';K$ H (4 g, 15. 6 mmol) ^JO;^, 

iH-ry-r>H-;i/-i,3(2H)->?:t> 1.00 g^m^thxmco 

20 'H-NMR (CDCI3) 5 : 4.10 (2H, t. J = 5.7 Hz). 4.18 (2H, t. I = 5.7 Hz). 
7.10-7.82 (4H. m), 7. 69-7.89 (4H. m). 

2 ) ±13 1 ) Xmc 2- [3- (4-^? P P 7 X y 4^ S^) Ji^M -IH-f V > H 
-;W1.3(2H)->^:t>^ffll^iT, ##0i|2 1©3) t^mo^if^^nv ^t\Z 

25 'H-NMR (CDCI3) 5: 3.10 (2H. t. J = 5.4 Hz). 3.40 (2H, s), 3.98 (2H. t, 
J = 5.4 Hz), 6.82 (2H. d. J = 9.2 Hz). 7.24 (2H, d, J = 9.2 Hz). 

2 7 
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tert->^5^;U 8-h Kn+>'-1.3,4.5-x h^t: HD-2H-2-^>X7iftf >-2- 

0-^ 



Me, 



5 (12.0g, 49.2innol) 0^DP7j>;PA (40id1) <h7K (40inl) miZ2M^7m 
iti-h^J^A (40ml) i-^m t-^^^'jl'^ or-CjP^. ^jai?16fl#FB^^J^b 

v:^pif;ux-x;pj;OI»*tUT, mmit^m (7.99g) &#fco 
10 'HNMR (CDCg 5: 1.40 (9H, s). 1.73 (2H. m), 2.86 (2H. m). 3.67 (2H, 
m), 4.30-4.36 (2H, m). 6.61-6.70 (2H, m), 6.98 (IH, m). 
#^1^2 8 

l-[(4-7x-;M-lf i^-JP);^;P3jN*-;p]-i. 2, 3, 4-x h ^ t H P^^y U 




15 

1) l,2,3,4-5^h^t:HP:^yiJ> (Iml, 7. 97ininol) & THF (20ml) 
ML. trUi^> (1.58ml, 15. 93mmol) ^Jnx.. ^mLfco KjiS^mz^on^ 

m i>-=^hnyx.-}v (i.6ig. 7.97mmoi)&jB^, mmmp^vft'^. 

20 rttm^. mEET\zmt^hX. 4-- hP7x-;P 3,4-S^tHD4^/U>- 
l m-tiM^y V- V 2. 57g -mmmmh Lx%tz.. 

2 ) ±fB 1 ) T#;^c 4-X h P 7 X - ;|/ 3, 4->^ h K D y U >- 1 (2H) -;i!7 
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(1.58g, 7.97imnoI), mMTmitt h ^) ^ 2>.7i^^n (2.09ml. 8.36inmol)* 

; ^**t^> : S^KX5^;W = 2 : l) T»I3U. l!Sl^ftl«i^i:bT«S 

it^m 2.lOg^#;fc„ 

'H-NMR (CDCI3) 5: 1.68 (2H, m), 1.80 (2H, i), 1.98 (2H, m), 2.65 (IH, 
m), 2.78 (2H, dd. J=6.6 and 6.9Hz), 2..85 (2H, in), 3.62 (2H, t, J=6. IHz). 
10 3.95 (2H. m). 6.90 (IH, m). 7.04-7.32 (8H, m). 

mmmi 

3-[i-([i. r -H7 x:i;i']-4-'f ;i/:*7;i/5j?-;w-i, 2, 3, 4-x k H n-6-^ 

y-U -N, N->?;>^5^;i/-i-:/a/'?>T 5 > 



##M4*^#;fc N,N-i?;)<5"JP-3-(l. 2. 3,4-xh7t: HD-6-^y 
l-::/'n;i>T5> 2ig^*g (400mg. 1.37inmol) thVX^)V7^> 



(327Dig, l.Slmol) *)!K<^Tl?Jn^;fc^> 3 BmmWl^Tco R^^^ 

jCcfcos^sibT, ^w>*^e.iS^^b-rs^tta;D^^{fc^ti (ii3mg) * 

ip. 100-101'CO4sfe^»*i:UT#fc. 

'HNMR (CDClj) 6 1.73 (2H, m), 2.06 (2H, m), 2.20 (6H. s), 2.26 (2H, m). 




(669inl. 4.81imol) (Dz^^^)Vt-)VA7^\^mmzmt\iyj:.:=.)Vtl)V-^=^ 
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2.54 (2H,_in). 2.83 (2H. m). 3.92 (2H, t-like), 6.72 (2H. i). 6.99 (IH, 
s), 7. 35-7.60 (9H, m). 

tf»<i:C, 81.37; H, 7.59; N, 7.03. 
5 *®^tt:C. 81.26; H, 7.46; N, 7.05. 

(E)-3-[l-([l, V x.=.JV]-i--( )V:^)V^-JV)-2, 3.4, 5-x h FD- 

iH-i-^>X7i?tr>-8-i';w-N.N-i^p^5^;i.-2-:/a^>-i-75 > mmm. 




1 0'e#fe(E)-N.N->^pt5^;M-(2.3.4.5-xh^k Ho-lH-l-^> 
X7iftr>-8-r;W-2-yp^>-l-7$> OOOig. 1.30nnnol) . im^±V 
V^A OSOig, 3.26inmol) iMzK^x h ^P^5";i'T>tr.>^A (4. 4ing, 
I3.0ininol) h^k HD:7 5>Mfciiifc;tf:7x-;P:^7jl/fc;i/ (423mg, 
1.95iimiol) <&*?&TTJn;l?tm, ^^aT5l^r0m^^Lfco ;K^5lgfcimx5^ 

f (124mg) <^inp. 112-1 13'C©iefi|^5fei LTt#fc. 
'HNMR (CDCI3, 7U-m«) <5 1.53 (IH, m). 1.96 (2H, 1), 2.15 (6H. s). 
2.77-3.07 (6H. m). 5.04 (IH. m), 5.93 (IH, dt. J = 6.6, 15. 8 Hz), 6.20 
(IH. d, J = 15.8 Hz), 6.68 (IH, s), 7.02-7.51 (IIH, m). 
7tM^^^ CjgHjoNjO • HCl • 1. 5HjO t VX 
thM:C. 70.94; H, 7.23; N, 5.91. 
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H^M: C. 71.40; H, 7.31; N, 6.11. 

mmms 

3-[l-([l.l'-b*7x-;W-4-f;i':^;i'fc;0-2.3.4.5-xh^t:HP-lH-l- 
^>X7if tf>-8-f ;W-N.N-$?p^5^;i'-i-:/o/'^>'7$ > 




mmm 2 T#fc ob) -3- [i - ( [i , 1 ' - tf 7 x-jw -4-r )iti)\^-^=.)V) - 

2. 3, 4, 5-x h ^ k h*0-lH-l-^>X7ir H >-8--f ;W-N. N->^;^5";i/-2-7'o 
^>-l-75> (238mg, 0. SSOmmol) h^b Ho7^>^^t/1^>>»^i>. 

-^^ (2ooiiig) ^jni;t, TKi^^fflmTTi. 5Bmmwi^rco fmmmv 

X.-y')VX'm^t^^t\Z^^mmit^^ (97. Sing) ^rap. 84-86^©^^^ 

15 'HNMR (CDCI3, yU-MM) d 1.35-1.52 (3H, m), 1. 93-2.00 (lOH. m), 2.33 
(2H, b). 2.79-3.02 (4H, m), 5.04 (IH, m), 6.49 (IH. s). 6.89 (IH, m), 
7.12 (IH, d. J = 7. 8. Hz), 7.22-7.52 (9H, m). 

H-^M : C. 72.01; H, 7.55; N, 6.00. 
20 ^M:C, 71.88; H, 7.56; N, 5.99. 

3-[i-[(4' -i7au [1, 1' -t:7 x-;W-4-f 2, 3, 4-x h y 
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OH 



CI" 




##^J 6 (E)-l- [1- [(4' -i7UU[l,V -tf7x-;W -4-'f )V) ts M 



y-\-t> (0.3 g) ©^iS'y-jP (30 ml) mm\z. i^mitt^'OM')-V^)^h. 

5 (0.6 g) ^M^. znmmmmx^tzo mm^^&ym^i^td^^ ^s^tk 
-mm:L=^Mzmi)-^u mkJL^)vi^mwihtco m'^^^^-^^wu 

m^miniA g) *#^iK«&*tbTf#fc, 

10 'HNMR (CDCl,) 8 1.72-1.80 (2H. m). 2.00-2.12 (2H, m). 2.28 (6H, s), 

2.40-2.50 (IH, id). 2. 60-2. 70 (IH. m), 2.87 (2H, t. J = 6. 7 Hz). 3.04 (2H. 

d, J = 6.6 Hz), 4.83 (IH, t. J = 5.9 Hz), 6.70-6. 75 (IH, m), 6.87 (IH. 
d, J = 8.4 Hz), 7.22 (IH. s). 7.37-7.52 (8H. m). 



15 (E)-3-[i-[(4' -^7 on [1, r -bf7xn;W-4-'f ;p)*;p7}?-;n-i, 2,3.4-5^ 



%mm4ii%tc 3-[i-[(4'-i>nD[i,r-tf7x-;W-4-f;W:j!j;i.7)?- 
)V\-\. 2, 3, 4-x h ^ t H U ~;W-3-h H D^v-N. N->? ^ 5^;i/-l- 

20 :3^PA>T5>(o.i g) mmi\ ^rmmzmm im) ^isax. 50-55'c 



:::;W-1. 2, 3. 4-x h ^ k F D-e-^y U ::i;W-3-(v^5^;i/T$ / ) -2-:7°n^ 
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>?X5"Jl^X-x>IPdie»igMLT^{fc;-&lb (75 mg) ^mp 162-164t:©SS 

5 ^nmthxmrzo 

•HNMR (CDCI3) d 2.02-2.13 (2H, m), 2.26 (6H. s), 2.85 C2H, t, J = 6. 6 
Hz), 3.04 (2H, d, J = 6.4 Hz), 3.93 (2H, t, J = 6.4 Hz), 6.16 (IH, dt, 
J = 6.4. 15.9 Hz), 6.40 (IH, d, I = 15.9 Hz), 6.68 (IH, d, J = 8.5 Hz), 
6.91 (IH, d, J = 8.5 Hz), 7.19 (IH, s), 7.37-7.53 (8H, m). 
10 Ttm^^xm. C^jClNjOtLT 

: C, 75.25: H, 6.31; N, 6.50. 
*mffi:C, 74.90; H, 6.52; N, 6.35. 

1- [ (4' □ O [1 , 1 ' -k* 7 xX;V] -4-r )V):fy)V:^=.M -6- [ (B) -3- tf ^ U -J 
15 V-l-7'D^-;i/]-l,2,3.4-rh^kKP^y >J> 




1 (E)^i-[i-[(4'-^pp [1. i'-tf7x-;i']-4-f;W:&;p 

3|^-;W-l, 2, 3, 4-r h 7 1 H □-6-4^y U -;H-3-tf^U >^/-2-7^D^>- 

20 0, ^ffijb^tJ^iDP 141-143t:®Mfe^H^^:tT#fCo 

'HNMR (CDCI3) 6 1.42-1.65 (6H, m). 2. 00-2.09 (2H, nO, 2.35-2. 48 (4H, 
m). 2.84 (2H. t, J = 6.4 Hz), 3.08 (2H, d, J = 6.7 Hz), 3.92 (2H, t. J 
= 6.4 Hz), 6.20 (IH, dt, J = 6.7. 15.6 Hz), 6.38 (IH, d, J = 15.6 Hz), 
6.66 (IH. d, J = 8. 5 Hz), 6.89 (IH, d, I = 8. 5 Hz), 7.18 (IH, s), 7.38-7.52 

26 (8H, m). 



wo 01/87834 



PCT/JPOl/04015 



132 



tf^tt : C. 76.50; H. 6.63; N. 5.95. 
*il^M:C, 76.40; H, 6.64; N, 5.65. 

6 (B)-3-[l-[([l, I' -}dyx.z.)V]-i-( )V)tl)V7^=LM-2,2-i:^\i KD-lH->f > 



##M 1 3 (E)-3-[2. 3-v>t H U-lH-f > H-;P-5-'T JW-N. N-i^pt 

10 0^ ^it-^m^mp 174-176'CO|ifiigfttLT#fe. 

'HNMR (CDCl,) (5 2.27 (6H. s). 3.06 (2H. d, .J = 6.0 Hz). 3.13 (2H, t, 
J = 8.1 Hz), 4.15 (2H, br), 6.11-6.23 (lH,m), 6.46 (IH, d. J =15.9 Hz). 
7. 06-7.28 (2H, m). 7.36-7.51 (3H, m). 7.61-7.70 (7H, m). 

15 tf#tt:C. 81.64; H. 6.85; N. 7.32. 
^^M. : C, 81.31; H. 6.84; N. 7.29. 

(E)-3-[i- [(4* D n [1. 1 ' -If :7x:i;W-4-^ )V) :fyj\^^-M -2, 3- vk H 
P-lH-r > H-;i/-.5-r;H-N,N-5^pC5^;|/-2-7°PO-l-7^ > 



##«»J 1 3T#fc(E)-3-[2,3-v^k Hn-lH-f > H-;U-5-f ;W-N.N-i?^ 




20 
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0> mmit^m^W 208-21 llC®i£fi;g^tbT#fCo 
'HNMR (CDCI3) 6 2.27 (6H. s), 3.06 (2H, d, J = 6. 6 Hz), 3.12 (2H, t, 
J = 8.2 Hz), 4.14 (2H. br). 6.12-6.23 (IH.m). 6.46 (IH. d. J = 15.3 Hz), 
7.06-7.28 (2H, m). 7.44 (2H, d, J = 6.6 Hz), 7.56 (2H. d, J = 6.6 Hz), 
7.63 (5H, s). 

(E)-3-[l-[4-[(4-pC h=¥zyOP}V)-t^>'l^>V^)i']-2,Z-i^}^ Ha-IH- 

-f > H-;i'-5-r ;W-N,N->^^5";i'-2-7'D/^>-i-75 > 

Me 




.XT' 




Meor 

10 1 3 (E)-3- [2, Z-y t: F D-lH— f > F-;i/-5-l';W -N, N->^/ 

0> ^M<b^t»<£mp 164-166'C©M^i|gaibT#;'S:. 
•HNMR (CDCl,) a 2.27 (6H. s), 3.04-3.12 (4H, 1), 3.83 (3H. s), 4.12 (2H, 
t,' J = 8.2 Hz), 6.04 (2H, s), 6.10-6.21 (lH,m), 6.45 (IH, d, J = 15.9 
16 Hz), 6.90-7.30 (7H, m), 7.37 (2H, d, J = 8.7 Hz), 7.54 (2H, d, J = 8.4 
Hz). 

tf^M : C. 75.99: H. 6.83; N, 6. 33. 
||M:C, 75.77; H, 6.86; N, 6.21. 
20 MMM 1 0 

1- [1- [ (4' D D [1 , 1 ' x:=i;H -4-< )V) ;«7;i/jJ?-;W -1. 2. 3. 4-r h y 
t HD-6-4^y u:i;W -4-(vpt5';i/75 y)-i-:/^y > 
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##^J 1 4 l^ntc 1- (1 . 2, 3, 4-r h ^ t F a -6-=^ / U -4- ^ 5";^ 

6 'HNMR (CDCI3) (5 1.84-1.96 (2H. m), 2.04-2.13 (2H. m), 2.21 (6H, s), 2.33 
(2H, t, J = 7.1 Hz). 2.90-3.20 (4H, m), 3.95 (2H, t, I = 6.4 Hz). 6.85 
• (IH, d, I = 8.6 Hz), 7.38-7.62 (9H, m), 7.82 (IH, s). 

mmm 1 1 

(E) -4- [1- [ (4' - n D [1,1 • - tf yji-)l] -4-1' ;W ti -1,2.3, 4-x 

10 hy\i KP-6-^y U:::;P]-N.N->?p<5^;i/-3-yx>-l-75 > 



mmmi ormc i-[i-[(4'-^DD[i.r-if7x:i;p]-4-^;i/)^;p3i^- 
.;w-i. 2, 3, 4-x h 7 1 H D-6-^/ u -4-(>'p^5^;P75 y)-i-yiS^ y > 

15 mp 142-144t:®tefi^^iL.T#:fc<. 

'HNMR (CDCI3) d 2.01-2.11 (2H, m). 2.25 (6H. s). 2. 28-2.43 (4H, m). 2.84 
(2H, t,. J = 6.6 Hz), 3.92 (2H, t, J = 6.4 Hz), 6.06-6.18 (IH, m), 6.32 
OH, d, J = 15.6 Hz), 6.63 (IH, brd, J = 8. 1 Hz), 6.86 (IH, d, J = 8.4 
Hz), 7.15 (IH, s), 7.37-7.52 (8H, m). 

20 m^m 1 2 

4-[4-(4-^ o p 7xn;w-i-tf/><u >'*r:;i/]-4-:t^V-i-[2-( h U y)l^^u 



Me 
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7%^)ld -1. 2, 3, 4-x h 7 h K □-7-1' V U / > 




##^«| 1 5 nmz [2-( h U 7;U:tn7-k5';i/)-l, 2, 3, 4— r h 

^ k H p-T-i* y U ':r^ >m (l . O g. 3. 04 nmo 1) , 4-^ D O 7 x:i 
5 ;Hf iggJlS (708 mg. 3. 05 imol) t h UX9^;P75 > (0. 85 ml, 6. 1 

mol)<Di^;^9-)Vts)VA7^\^ (8ml) mm^^^-V 20 ^imLfz^. OX:\Z 
J^^bfc. i/yy D^i?>'X5^;K0.463 ml. 3.05 mmol)^Sj;S^g^tJfc:Jin^, 

'H-NMR (CDClj) 6: 1.57 (2H, m), 1.90 (2H, m). 2.68 (2H. m). 2.85 (2H, 
m), 3.00 (2H, m), 3.13 (IH, m), 3.33 (2H, m), 3.88 (2H. m), 4.13 (IH. 
m), 4.74 (IH, i), 4.81 (2H, m), 7.31-7.12 (5H,. m). 7.93-7.79 (2H, m). 
15 Mj^.: m V (dec.) (B^imm: Ji^ y-)V-M'J-:fuE}VJi-^M 

mmm 1 3 

4- [4- (4-i7 any xn;}/) -l- 1!^ U >'-;W-4-:t=¥ y-l- (1,2,3. 4— r h y 




20 M^ili 2-e#fc4-[4-(4-i^nD7xn;u)-i-e^U>'x;u]-4-:t^y- 
l-[2-(hU7;i/:tP7-fe^;i/)-l,2,3.4-xh^kHP-7-ry+y U-;i/]- 
\-^^'jy (l.lg. 2.17inmol)<i:^i?;i!7U':>A (900 mg, 6.5mmol) ©tK (10 

ml) -p^tj^y-ju (40ml) 2 i^PBi^Ji^bfc^. S^mx5^ 
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'H-NMR (CDCI3) i5: 1.60 (2H. m), 1.89 (2H, m), 2.91-2.61 (6H, m), 3.19 
(2H, m), 3.33 (2H, t, J = 6.6 Hz), 3.70 (2H, q, J = 6.9 Hz), 4.10 (2H, 
s), 4.14 (IH, d, J =13.2 Hz). 4.75 (IH, d, J = 13.2 Hz), 7.28-7.12 (5H, 
5 m), 7.70 (IH. s). 7.80 (IH. d, J = 8. 1 Hz). 

iai;^: 121-122 t: m^^imm: J-)'\/~^MV'fny±)\,:s.'-^)V) 

14 

4-[4_(4-/7 DD >'xr:;W-i-tf^U >^::i;W-4-:r^y-l-[3-( h U '7)\/-^u 
y^J-M -2. 3. 4, 5-x b 7 k H P-lH-3-^ >X7-tf tf >-7-r M J 
10 > 




1 6 4-:t+y-4-[3-( h U D7-t5";W-2, 3, 4, 5-x h 

^kKn-iH-3-^>X7-tftr>-7-'f;w:/iS^>m^fflViT, ^mm\2hn 

15 'H-NMR (CDCI3) 6: 1.45-2.00 (4H, m). 2. 55-2.90 (4H, m), 2.97-3. 28 (5H, 
m), 3.34 (2H. t, J=6.4Hz), 3. 64-3.84 (4H, m), 4.04-4.21 (IH, m), 4.68-4.84 
(IH, m), 7.14 (2H, d, J=8.4Hz), 7.20-7.34 (3H, m). 7.80-7.90 (2H, m). 
TC^^^M Cj7Hj8ClFjNiOjtbT 
th»ffl;C, 62.25; H, 5.42; N, 5.38. 

20 %^'^\Z, 62.23; H, 5.44; N, 5.29. 

SH^t 131-132 *c i^mmWk: ^V'funj'-)\,-=MV':fU\Ly\,X.-J- 
)V) 

1 5 

4-[4-(4-ij7 p □ :7x-;w-i-tf^U vn;i/]-4-:r^y-i-(2, 3. 4, 5-x h ^ h 
26 Ho-iH-3-^>X7-iftf>-7-r;i')-i-:/^y > 
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l-[3-( h U yMu7-t'^M-2, 3, 4, 5-r h ^ fc K P-lH-3-^>XT-lf t!> 

'H-NMR (CDClj) 6: 1.47-2.00 (4H, m), 2. 57-2. 88 (5H, m). 2.98 (8H, br). 
3.07-3.27 (IH, m). 3.50 (2H, t. J=6.6Hz), 4.05-4.21 (IH. m). 4.72-4.84 
(IH, m), 7.10-7.34 (5H, m), 7.74-7.83 (2H, i). 
7C^^)-tffffl C,5H„ClN,0,i:L'T 
10 tt#^t:C, 70.66; H, 6.88; N, 6.59. 
^I^ffl : C, 70.22; H, 7.13; N, 6.51. 
m^: 148-149 *C (B^imm: Ji^y-JV) 

mmm 1 6 

4_[4_(4_^ P D7x-;l/)-l-bf^U -4-:f^y-l-(3-^5^;l'- 
15 2,3,4,5-T-h9k HO-lH-3-^>X7if tfW-l'JW-l-:^^^'^ 



^mm 1 5 -vm-k. 4- [4- (4-^ p a 7 x -1 - if ^ u -4-:t+ y- 

l-(2, 3, 4, 5-x h ^ t: HP-lH-3-^>X7-if tr>-7-r JW-l-^rJ^ / > (0. 3g. 
O.TOmmol), JjN;i/A7;i/xkH (0.086inl, 1.06 imol) ^^ZS^B. (0.9inl)© 

20 m-^^^ loox^T 4 mmmvrc'^. tkice^. s ^STKmib:^ h u atk^ 

^> 7;i'5:h:i!7^A^p*7hi^^7^- ; fi^itx5^;^-^;$'y- 

;^=l 0 : 1) T-mmbx. mmit^<^Q. lig^mm^ tvxmc. 
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'HrNMR (CDCI3) 6: 1.47-2.00 (4H. m), 2.38 (3H, s), 2. 47-2.88 (8H, m), 
2. 95-3.06 (4H, m), 3.08-3.28 (IH. m). 3.35 (2H, t, J=6.8Hz), 4.07-4.21 
(IH, m), 4.71-4.86 (IH, in). 7.08-7.34 (5H, m), 7.75-7.85 (2H, m). 



5 fh^M:C, 71.14; H. 7.12; N, 6.38. 
MUkMiC, 70.92; H. 7.35; N, 6.41. 
M}^ : 143-145 -C : mm:iL^)V-i^Ji^)lJi-y'JV) 

HMfil 1 7 

4- [4- (4-^7 any x -1 - U i^~M -1- (3-x5^;p-2, 3, 4, 5-x h 7 1: 

10 KP-iH-3-'^>X7iftr>-7-r;w-4-:t^y-i-:/^y > 



IIJS^J 1 5 T#fc 4-[4-(4-:j7 n07x-;l/)-l-bf^U >?~Jl/]-4-:r*y- 
l-(2, 3, 4, 5-x h ^ t: H P-lH-3-^>X7if t?>-7-'r ;W-l->^^ y > (200 
mg, 0.47 mmol), a~]^JL^y (0.0376 ml, 0. 47 mmol) <J:^^:^ U A 
16 (138 mg, 1.0 mmol) ©T-feh-h'j;!' (5 il) ^^^^ ^W^umm^ 

101 mg ^t^^^t bT#fc. 
20 'H-NMR (CDCI3) 6: 1.10 (3H, t, J = 7.0 Hz). 1.62 (2H, m), 1.94 (2H, m), 
2.72-2. 52 (8H. m). 2.79 (2H, t, J = 6.4 Hz), 2.97 (4H, m), 3.23 (IH, m), 
3.35 (2H, t, J = 6.6 Hz), 4.13 (IH. d, J = 15.6 Hz), 4.76 (IH, d, J = 
12 Hz). 7.35-7.11 (5H, m). 7.79 (2H. m). 

Bl!,^: 156-157 "C (ig^«^t : :siif J-)WV-(V^U\i)VJL-'T)V) 
25 1 8 

4-[4-(4-^ p p 7xx;i/)-i-tr^ u -;?~;w-4-:t*y-i-(3-::/p tf;p- 



7tm^¥xm C,eH„ClN,0,tbT 
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Me 




1 5T#;/£: 4-[4-(4-5' on7xr:jW-l-fc!^U i?r:;W-4-:t^V- 
l-(2,3,4. 5-xh^kKP-lH-3-^>X7iftf>-7-r;W-l-:/iJ'y><&fflVi 

'H-NMR (CDCI3) 6: 0.91 (3H. t, J = 7.2 Hz), 1,62 (4H, m), 1.89 (2H, m). 
2.45 (2H, t, J = 8.0 Hz). 2.72-2. 66 (6H, m), 2.79 (2H, t. J = 6.4 Hz), 
2.97 (4H, m), 3.23 (IH, m), 3.35 (2H, t, J = 6.6 Hz). 4.13 (IH. d. J = 
10 15.6 Hz). 4.76 (IH, d. J = 12 Hz), 7.35-7.11 (5H, m). 7.79 (2H, m). 
mM.: 1 5 1-1 52 IC (M^imU : J -)W-M V ^ P tfJVX— r 

mmm 1 9 

l-(3-^>v^;W2, 3,4, 5-x h^t Hn-lH-3-^>X7-if tf >-7-'r;W-4-[4- 




^mm 1 5 4-[4-(4-:i7 dd ^xn^w-i-tr^^u $?-;i/]-4-:^-^y- 
i-(2. 3, 4, 5-5^ h^t h*p-iH-3-^>X7-if tr>-7-'r;u)-i-:/iS'7 ><&fflV^ 

20 'H-NMR (CDCl,) S: 1.64 (2H, m). 1.89 (2H. m), 2.72-2.65 (6H, m). 2.85 
(2H. t, J = 6.4 Hz), 2.97 (4H. n). 3.23 (IH, m), 3.34 (2H. t. I = 6.6 
Hz), 3.64 (2H. s). 4.13 (IH, d, I = 15.6 Hz), 4.76 (IH. d. J = 12 Hz), 
7. 35-7.11 (lOH, dO. 7.79 (2H, b). 

M: 133-134 t: C^a«ii: JL^ J V':^U\i)VJL-T-)V) 
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l-(3-^ 3, 4, 5-x h ^ t H P-]H-3-^>X7if t? W -4- 

[4-(4-^ D □ 7xr:;u)-i-tf^U >^-;W-4-;r^y-i-:;^i$'y > 




5 MMMl 5T#:fe4-[4-(4-iJ7PP7x-;u)-i-if^)j>;-;U]-4-:t^y- 
l-(2,3,4, 5-xh^t:Fn-lH-3-^>X7-iflf>-7-r;i/)-l->^iS'y>$ffll,i 

'H-NMR (CDCl,) 6: 1.64 (2H, m). 1.89 (2H, m). 3.17-2.59 (9H. m), 3.34 
10 (2H. t. J = 6.6 Hz), 3.53 (2H, m), 3.87 (2H. m), 4.13 (IH, d, J = 15.6 
Hz), 4.76 (IH, d, J = 12 Hz), 7.35-7.11 (lOH, m), 7.79 (2H, m). 

Mj^: 158-160 1: (^M^ii : x^y-;p->?-r y 7'D t!;ux-x;i') 

mmm 21 ■ ■ 

4- [4- (4-i? P U 7 X -;|/) -1- tf/^ ij >f - -4-:t^ y-l - [3- (2-:r ^ y-2-7 
15 x-;Wx5";W-2,3,4,5-xh^l:HP-lH-3-^>X7-ifb!>-7-r;W-l-:;^ . 




. mmmi 5Tf#;t4-[4-(4-^PP7xX;l/)-l-k°^UvXjl/]-4-:^-4^y- 
1- (2, 3, 4. 5-x h ^ t: K P -lH-3-^ >X7i? tf >-7-r )V)-\-':f^ J y^m^ 

'H-NMR (CDClj) 5: 1.64 (2H, m), 1.89 (2H. m), 2.86-2.58 (8H, m), 3.03 
(4H, m). 3.17 (IH, m), 3.35 (2H. t, I = 6. 6 Hz). 3.96 (2H. s), 4.13 (IH, 
d, J = 15.6 Hz). 4.76 (IH, d, J = 12 Hz), 7.31-7.11 (5H, m). 7.55-7.43 
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(3H, m), 7.79 (2H, m). 8.05 (2H, m). 

M: 108-109 "C (^^mm: JL^ J V'fu\i)VJL-'r)V) 
l-(3-y-t5^;i'-2,3, 4,5-x h^k HD-lH-3-<^>X7•t^^f>-7-r;^)-4-[4- 



Ac-N 



1 5 4-[4-(4-^ D D 7x-;i/)-i-hr^u $^n;w-4-:t^y- 

l-(2, 3, 4, 5-x h ^ k FP-lH-3-^>X7-i^tf >-7-r ;W-l->^i5' 7 >^ffiVi 

'H-NMR (CDCIP 6: 1.64 (2H, m), 1.89 (2H, m), 2.66 (3H, s), 2.58 (4H. 
m). 2.87 (2H, t, J = 6.6 Hz), 3.11 (4H. m). 3.17 (IH, m), 3.34 (2H, t, 
J = 6.6 Hz), 3. 76-3.58 (4H,.in), 4.13 (IH, d, J = 15.6 Hz), 4.73 (IH, d. 
J = 12 Hz). 7.31-7.11 (5H, m), 7.81 (2H. m). 
ill,^: 110-112 -C :x.^ J-)\^-MV^U\L)\,-x.-^)V) 

4- [4- (4-^ □ D 7 X :=.)V> -1- tf ^ U v'-JW -4-:^ 4^ V-l - [3- i3.-i^^ V ^ O 
hr;W-2. 3, 4, 5-x b ^ k H P-lH-3-^>X7if k>-7-'r M -\-^^ J > 




%mm 1 5T'#/t 4-[4-(4-iJ7nP7x:n;i')-i-k^'J i>zLM-^-^=^V- 

i-(2. 3. 4, 5-x k Yu-m-z-^>XT^\ty-'i-^)V)-\-^^jy^m\i^ 

'H-NMR (CDClj) 6: 1.64 (2H, m), 1.89 (2H, m), 2.22 (3H, s), 2.67.(4H. 
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m), 2.87 (2H, t, J = 6.6 Hz), 3.00 (4H, m), 3.17 (IH, m). 3.78-3.32 (4H, 



m), 7.81 (2H, m). 

M}^: 119-120'C m^mm: x^y-;^-i7^y:;fDtf;px-x;W 
5 2 4 

4-[4-(4-^DP7xn;l.)-l-tr/«<U $?n;i/]-4-:^-4^V-l-[3-[2-(lH-t:P- 



10 1 5 Tttifc 4-[4-(4-i7 p p 7x-;W-i-tf^u e?-;W-4-:f ^y- 

l-(2, 3. 4, 5-x h ^ b HP-lH-3-^>X7-feftf >-7-^;i/)-l-:/^y 

'H-NMR (CDCI3) (5: 1.64 (2H, m), 1.89 (2H. m), 2. 95-2. 59 (14H, m), 3.17 
15 (IH. m), 3.34 (2H. t, J = 6.2 Hz), 4,18-4.00 (3H. m), 4.75 (IH. m), 6.15 
(2H, m), 6.70 (2H, m), 7.31-7.11 (5H, m), 7.81 (2H, m). 
iSH;^: 96-97 r (ig^fbigFii : Xr5'y-;i/ri?'r y::^ptf;i.x-x;W 

%mm2 5 

4- [4- (4-i^ D p 7 X -1- U i?::!;!/] -1- [3- (2-^ 5";i/^>>';0- 
20 2, 3,4, 5-7^ h HP-lH-3-^>X7-tffc!>-7-r;W-4-:t4-y-l-:::^r$'y > 




^ifi^si 1 5T#fc 4-[4-(4-^PP7xXJl/)-l-t?^U S^x;l/]-4-:^^y- 
i-(2, 3, 4, 5-x Vv\iY-u-\YL-i-^yX7^\iy-i-^)V)-\-'^^ J yitm\^ 



m), 4.13 (IH, d, J = 15.6 Hz). 4.73 (IH. d, J = 12 Hz), 7.31-7.11 (5H, 




CI 



0 
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'H-NMR (CDCls) 6: 1.64 (2H, m), 1.89 (2H, m). 2.40 (3H, s), 2.72-2.65 
(6H, m), 2.82 (2H, t. J = 6.4 Hz), 2.94 (4H, i), 3.23 (IH, m), 3.35 (2H, 
t. I = 6.6 Hz), 3.54 (2H, s). 4.13 (IH. d, J = 15.6 Hz), 4.76 (IH. d, 
6 J = 12 Hz), 7.35-7.11 (9H, m), 7.79 (2H, m). 

Mj^: 108-109 t: (B^mm: V'fuy^JVX'-f'Jl^) 

4- [4- (i-^uayx. -1- If ^ U >^:i;i'] -i - [3- iZ-^'^)V^ > - 
2,3,4, 5-xh^kHo-lH-3-^>XT-ifk'>-7-'f;i/]-4-:t=^^y-i-::;^iS'y> 




10 

l 5 -vmt 4-[4-(4-^ on 7xr:;W-l-t!^U v^r:;W-4-:t=^y- 

i-(2, 3. 4. 5-x h Hn-iH-3-^>X7-tftf>-7-f ;W-i-::^^y 

15 'H-NMR (CDCl,) (5: 1.64 (2H. m), 1.89 (2H, m), 2.36 (3H, s), 2.72-2.65 
(6H, m). 2.82 (2H, t, J = 6. 4 Hz), 2.94 (4H, m), 3.23 (IH, m). 3.35 (2H, 
t, J = 6.6 Hz). 3.60 (2H, s), 4.13 (IH, d, J = 15.6 Hz), 4.76 (IH. d, 
J = 12 Hz). 7.35-7.11 (9H, m), 7.79 (2H, m). 
M : 1 27-1 28 r (m^imm : XtJ' J -JV-i^-i V ^fti i^JVX-fM 

20 nmm 2 7 

4_[4_(4_/7pp7x-;w tr^ij v'>-i-'i';W-i-[3-(4-p^5";i^^>v;W- 

2, 3,4. 5-x h ^ t H 0-lH-3-'^>X71?lf >-7-'r;W-4-:t*y i;^^ >-l-^ 



"^oomim PCT/jPoi/04015 

144 

Mmm 1 5 irntz 4-[4-(4-i^Dn7x-;W-l-lf/^U i^~M-i-:t^'J- 
l-(2, 3. 4. 5-x h 9 h H P-lH-3-^>X7if tf >-7-r;W-l-yiS'>' 

5 'H-NMR (CDCl,) (5: 1.63 (2H. 'm). 1.88 (2H. m). 2.35 (3H, s). 2.64 (6H. 
m). 2.78 (2H. t, J = 6.4 Hz),, 2.95 (4H. m), 3.23 (IH. m). 3.34 (2H, t, 
J = 6.6 Hz). 3.60 (2H, s). 4.13 (IH, m). 4.76 (IH, m). 7.35-7.11 (9H, 
m). 7.79 (2H, m). 

Mik: 1 37-1 38 "C (^^imm : X.^ J '^)\^-M 7 >^P t!;PX-x )V) 
10 IIJfi^2'8 

l-(3-y U ;i'-2, 3, 4, 5-r h ^ t K □.-lH-3-^>X71?tr>-7-f ;l/)-4-[4- 

(4-^ D p 7 x-;i/) tf ^ u ^^^-i-i' ;w-4-:r^y r/^J' >-l-:t > 




CI 



^JSfil 1 5 -zWz. 4- [4- (4-i> u □ :7 X -;i/) -1- 1!^ u -4-:t4^ V- 
15 l-(2. 3. 4, 5-x k HP-lH-3-^>X7if tf>-7-'f JW;-l-:/37y 

'H-NMR (CDCI3) 6: 1.63 (2H, m). 1. 88 (2H, m), 2.65 (7H. m), 2.78 (2H, 
t, J = 6.4 Hz), 2.97 (4H, m), 3.23 (2H, m). 3.35 (2H, t. J = 6.6 Hz), 
20 4.13 (IH, m), 4.76 (IH, m), 5.23-5.15 (2H, m). 5.90 (IH, m), 7.31-7.11 
(5H, m), 7.79 (2H, 1). 

M: 136-137 1: (^^\m%'. x37y-^-i^'ryypfc!;i/x-x;w 

4-[4-(4-:j7 □ D7xr:;W k'^y i?>-i-f ;W-4-:t+y-i-(2-:/p k-ji^- 
25 2. 3. 4, 5-5^ h ^ t K p-iH-3-^>X7-^tr>-7-r ;w >-l-:t > 



wo 01/87834 



145 



PCT/JPOl/04015 




1 5 imrc 4-[4- (4-^700:7 x:n;i/) -1- tr^^ U -4-:t+ V- 

l-(2. 3.4. 5-r h HP-lH-3-^>X7iftr>-7-'f >*fflVi 

6 . T#fe, 

'H-NMR (CDCI3) d: 1.63 (2H, m), 1.88 (2H, m), 2.21 (IH, s), 3.43-2.58 
(15H. m). 4.13 (2H, m), 4.76 (IH, m), 5.07 (IH. m). 5.84 (IH. m), 7.31-7.11 
(5H, m), 7.79 (2H, m). . 

m^: 132-134 -C (i^S^b^ii : Ji^ >f-)V-M'J-:^uK)VJL-f-)V) 

10 Hii^fiia 0 

4-[4-(4-^ a P 7x::i;W tr>^ U S^^-l-T ;W-l-(3-'f V tf;i'-2, 3. 4. 5- 
T- h ^ k H D-lH-3-'^>X7-t?tf>-7-f ;W-4-:r+y >-l-:|-> 




mi&m 1 5 T!#7S: 4- [4- {A-i7UU7 x::i;U) -1- tf U ^-JW -4-:t^ V- 
15 l-(2. 3,4, B-v-h^h HP-lH-3-^>X7if lf>-7-1';i/)-l-y^/ >^fflVi 

T> ^ig^ai 1 7 i 1^^® mf^&fr -5 ^1 ^ J: D , ^i\:^m^m^n^ t L 

'H-NMR (CDClj) <5: 1.00 (6H. d, J = 6.6 Hz), 1.62 (4H, m). 1.89 (2H, m). 
2.64 (7H, m). 2.82 (2H, t, J = 6.4 Hz), 2,95 (4H, m), 3.23 (IH, m), 3.35 
20 (2H, t, J = 6.6 Hz), 4.13 (IH, i), 4.76 (IH. m), 7.35-7.11 (5H, m), 7.79 
(2H, m). 

m.^: 139-140 r (i^H^^b^^: XiS^y-;u-i^^ v:/p tf;ux-x;W 

mmmsi- 

4-:t+y-4-(7x-;Wl-tf^U i^-;i.)-i-[3-( h U yMuT-i^^M- 
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2. 3. 4, 5-T- h ^ h FD-lH-3-'^>X7-tf H>-7-r;W-l->^^>' > 



F, 




F 



1 enmz 4-^:^^y-4-[3-( h U y)l:^U7-k^)V)-2, 3, 4, 5-x h 

'H-NMR (CDCl,) 6: 1.48-1.78 .(2H, m). 1.82-2.00 (2H. m), 2.60-2.88 (4H. 
m), 2.98-3.10 (4H, n), 3.13-3.26 (IH. bO, 3.34 (2H. t, J=6.5Hz). 3.67-3.83 
(4H, m), 4.07-4.18 (IH, m). 4.72-4.82 (IH, m), 7.16-7.37 (6H. i). 
7.80-7.90 (2H, i). 
10 jtm^^fW. CiT&MO^tLT 

tl-M : C, 66. 65; H, 6.01; N. 5.76. 
Hi^fitrC. 66.45; H. 6. 09; N. 5.56. 

m^: 132-133 t: (j^^imm: -fyyn/v-;!/) 

15 4-:t=^^y-4-(7x:n;l/-l-tf><<U>?-;W-l-(2,3,4.5-xh^b Ko-lH-3-^ 



^mms 1 4-:i-:^v-4-(7xn;M-tf^U i?:iJW-l-[3-(KU 7 
)V:tn7'iL^)V)-2, 3, 4. 5-x h HD-lH-3-^>X7"^tr>-7-'r;W-l- 

'H-NMR (CDClj) (5 : 1. 54-2.00 (5H, m). 2. 60-2.87 (4H, m), 2.97 (8H, br), 
3.12-3.24 (IH. m). 3.35 (2H, t, J=6.7Hz), 4.08-4.20 (IH, m), 4.73-4.83 
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(IH, m), 7.16-7.37 (6H, i), 7.77-7.82 (2H. m). 

: C. 76. 89: H, 7.74; N, 7.17. 
Mlkm ;C, 76.44: H. 7.68: N, 7.02. 

l-(3-7-fe5';U-2, 3. 4. 5-7" h ^ k H U-l^Z-^yXT-^ify-l-^ )V)-A-U- 

(4-^ p p 7 x^;i/) -1- tf ^ U -i-yiS' / > 

1) 3-7-fe^;i/-2,3.4,5-7"h^kHP-lH-3-^>X7-tftr>(2g. 10.5 
BinoD^: 4-i7PP:/5^y;U^PU H (1.56g, 11 mol) hPX^>(5ml) 

m^^iz. m^i^mt7}v^=-^2^(2.9 g, 21.1 moi) ^{i^mt-oisa^. ^ 
7K-e»b> m7^mm'^if^-->'y2:^'v^i^Lrco mm^m&^^vx. i-(3- 

2) ±IB1) T#fcl-(3-7^5^;U-2,3,4.5-xh7kHP-lH-3-^>X 
7-tft!>-7-V;U)-4-^PP-l-:;^^y > (O.75 g, 2.55 miol). ^-^uu-y 
xz:;i/fcr^U5» (5.1 g, 5.1 wm\)}i^^\Wy'Oh (0.05 g)0h;i/X> 
W^m (15il) ^ 16 PtrBlMS^bfco S«^7K{c^^> lM5^7K^<b:^ 

hU'^A7KMT7;P;^7'jft^bm mx5^;uTj*fcBtfc, ttTO^^ 
i/'JAy;i/;^^A^PThy^7^- (Jgmig:I^Mx5^;i/:piiS'>'-;u = 

1 : 1) TMISb, SM^b^ifeO.e gSilfet»*a:LT#fc. 
'H-NMR (CDClj) (5 : 1. 54-2.25 (llH, m). 2.37-2.56 (3H, m), 2.90-3.12 (8H. 
m), 3.53-3.64 (2H. m), 3.66-3.79 (2H, m). 7.07-7.31 (5H, m), 7.72-7.82 
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(2H, i). 

gj!^: 131-132 "C (m^imm: V^oyV-JP-i^-f y7°Otf;i/X-T- 
)V) 

mmm3 4 

5 4-[4-(4-^DP7x-;WH-tr^U>^::i;W-l-(2,3,4,5--r h^t: Hn-IH- 




mmm S 3 T#e.nfc l-(3-7*fe5^;W-2, 3, 4, S-x h ^ t H a-lH-3-^>X 
Tif t!>-7-'f ;P)-4-[4-(4-^ O 07xn;W-l-tf^U v^njW-i-T'^y > 

10 ^ffl 1 0 tii:^0^f^^ff 5 2: J; 0 . mmit^^^mm 

'H-NMR (CDClj, ^U-ilS) 6: 1.53-2.13 (9H, m), 2.35-2. 55 (3H. m)." 
2.90-3.10 (12H. m). 7.07-7.30 (5H, m). 7. 68-7. 80 (2H, i). 
TC^iJ-lFrtt CmHj.CINjO • 2HC1 t LT 
15 th#M:C. 62. 05: H, 6.87; N, 5.79. 
*i^ffi:C, 61.93; H. 6.78; N, '5.48. 
Mj^: 243-247*0 (dec.) (Bmimm: < V:/n/t/-;U->?^y7'Ph! 

mmm 3 5 

20 4- 14- ii-^ P P 7x - ;i/)-l-tr^U i^-;W-l-(3-p(5";P-2. 3, 4. 5-x h ^ k 
h* P-lH-3-^>X7-if tr>-7-r jW-l-^iJ' y > 




HM^sj 3 4 4-[4-(4-^ p p 7x -;i/)-i-tf ^ U >?r:;i/]-i- 
(2, 3, 4. 5-x h ^ k HP-lH-3-^>X7if tf>-7-'f ;i')-l-:/iS' y >^fflViT> 
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'H-NMR (CDCl,, yV-^M) d : 1. 62-2. 20 (8H. m), 2.36-2. 67 (lOH, m), 
2.93-3.15 (8H, m). 7.07-7.30 (5H, n). 7.70-7.80 (2H .m). 
5 Ttm^^m C,gH,3CIN,0-2HCl-0.5H,0tbT 
9^Wm : C, 61.60; H. 7'. 16; N. 5.53. 
: C. 61.73; H. 7.32; N. 5.48. 
§6^: 248-252 "C (dec.) (B^imm: V:/P/ty-;U) 

10 N-:/^;i/-4-:t+y-4- (2, 3. 4. 5-t- h ^ k H D-lH-S-'OXT-tf tf >-7-'f 




##M 1 6 4-:t^y-4-[3-( h U 7;P:tD 7-fe5^;i/) -2, 3, 4, S-r h 

^t:HD-lH-3-^>X7-feftf>-7-r;!/]y^>m (30.2 ig. 0.088 ininoD^ 
15 n-:^5^;UTS> (5.9ing, 0.08mol).;^j;U4^v-r 5 F^Ih (136iiig, 0. 12 mmol. 
0.88 iiunol/g)?£>^^OD;?t^> (1 ml)4'> ^UT nrnmi^Whtc, BLf^U 

^m^^ML. ^m^mm'^. Rmm^^iz;f>^/-}u (soo n \)tmm:^ 

>J^7A(331iDg, 2.4Biinol)©7K^S3e(0.5 mD^iP^. ^f^^^ ummmWhtco 

20 amm^^M.]%' h'J7JU:tPM'^*7-feh-hU;i/= 90/10-10/90) 
rmUVTs ^^k'&^J 10. 2 mg ^M^B^tLXmfCo 
MS(ESI)(M+1): 303 

N-(^>/7 D^:^^v^;U>^5^;W-4-:t+y-4-(2. 3. 4. 5-x h 7 k H P-IH-S-'O 

25. X7-iftr>-7-'r;i/):/i5'>75 H h u 7;i':^-Di^jt^ 
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MS (ESI) 01+1): 343 

mmm 3.8 

5 N-v^o:/Ptf;i/-4-:t^y-4-(2,3,4.5-xh^l:: Hn-IH-S-'^^Xr-feftr 



o 




MS(APCI)(M+1): 287 
10 Hifi^J 3 9 

N-^>>?;i/-4-^:^y-4-(2. 3. 4. 5-x h ^ h H 0-lH-3-^>X7iffcr>-7-'r 




15 MSCESI) (M+l): 337 

mmm 4 0 

N-(l, Z-^>Vi?:t^'J-)V-5-^)V^^M-i-:t^V-4-(2, 3. 4, 5-x t 




20 iiig^j 3 6 tmm\z Lxmmit^mn^. 

MS (ESI) (M+l): 381 
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4-;t=^^y-N-(2-7 x^5^;i/)-4-(2, 3, 4. 5-7^ h ^ k Ha-lH-3-^>X7if tf 



o 




5 m&msGtmmzvxmmit^mnrz, 

MS(ESI)(M+1): 351 

Mi&M 4 2 

4-;d-+y-N- (3-:7 x-;i/y □ -4- (2, 3. 4, 5-x h ^ k H n-iH-3-/<>X 




MS(ESI)(M+1): 365 




MS(ESI) (M+1): 413 

20 N- (2-p^ h ^'>JL^)V) -4-^4^.V-4- (2, 3. 4. 5-x h ^ t H P-lH-3-^ >X7 
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MS(APCI)(M+1): 305 
5 -Ztu tf;W-4-:t=^^y-4-(2. 3. 4. S-x h ^ t H D-lH-3-^ 




MS(BSI)(M+1): 335 



10 lliS^4 6 

4-:t^ V-4-(2, 3. 4, 5-r h fc H 0-lH-3-^>X7if hf >-7-'r ;i/)-N- (x h 




15 MS(APCI)(M+1): 331 

N-[2-(l H-1'>H-;P-3-^;Wx5^;i/]-4-:t^y-4-(2,3,4. HD 




20 3 6 H^fc bT^S{t;^#l*#;^c. 

MS(ESI)(M+1): 390 
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N-( l-X^;i/>^P e;i/)-4-;t=^^V-4-(2, 3, 4. 5-f h y h h-U-lH-3-^>XT 




5 iijfe^si 3 6 <h i^=^k: hx^i}^^m^mcc 

MS(ESI)(M+1): 317 

*II^SJ4 9 

N-(ter t-:/5';l')-4-:t^V-4-(2. 3, 4. 5-x h ^ t: H P-lH-3-^>X7if tf > 
10 ^"^^ 

mmm 3 e tmmz Lxmit-^^^mtco 

MS(ESI) (M+l): 303 
HM^J 5 0 

N-(~>^ P'N^lr v;i/)-4-:t^V-4-(2. 3, 4. 5-5=- h ^ h K P-lH-3-^>X7-tf 

15 tr>-7->r;w:j^^>75 H hU7;i/:tP@^m*l 




MS (ESI) (M+l): 329 
*ffi^«J 5 1 

20 4-:t^V-N-:/o -Ji^A- (2, 3, 4, 5-x h ^ b H P-lH-3-^>X7-fe*tr 
>-7-r;W >75 H h U 7;i/:e-PS^it2l 
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3 6 tmm\zLxmit^mmz. 

MS(APCI)(M+1): 285 

i-t^V-i- (2, 3, 4, S-x h ^ k H P-lH-3-^ >X7€ tf >-l-i M -N- [4- 




MS(ESI)(M+1): 405 

N-[2-(3,4->'p^ h^>'7x-;i/)X5^;i/]-4-:^-^V-4-(2, 3,4,5-x h 5h H 




MS(ESI)(M+1): 411 
16 5 4 

N-(3, 3->^7xn;i/yn bf;i/)-4-:f ^y-4-(2. 3, 4. 5-T- h 9 h Hn-lH-3-^ 
o 




«fii3 6 tmm\zvx^mit^^mrzo 

MS(ESI)(M+1): 441 
IIM««I5 5 

N-(2, HD-lH-f >x>-2-l';i/)-4-^=lry-4-(2, 3. 4. 5-r h 5 k h*D 
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o 




3 6 tmm\zhxmmit^m%rzo 

MS(ESI)(M+1): 363 

N-(3-f y z/at^^i^^a t!;i/)-4-:t^y-4-(2. 3. 4. 5-x h ^ k H a-lH-3- 




3 6 tmm\z Lxmmit-^>\i!}^%rco 

MS(ESI)(M+1): 347 

N-(3-7 U ;M5";W-4-:t=^y-4-(2. 3. 4, 5-r h ^ t H D-lH-3-'^>X7't? 




3 6i:Il}#^c:tT^m^k-&■^^^^|}fe. 
MS(ESI)(M+1): 327 

mmmss 

4-:t=^^y-N-[3-(2-:t^V If □ U i?>-\--()V) t!;i/]-4-(2, 3. 4, 5-t h 7 

0. 

o 




wo 01/87834 PCT/JP01/0401S 
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MS(APCI) (M+1): 372 
MMM 5 9 

N-v^O tf;i/-4-(2, 3. 4. 5-r h ^ h H D-lH-3-'^>X7i?t!>- 




MS (ESI) 01+1): 331 
6 0 

N-^5^;i/-N- {\-iry=f-)V^^)V)_H-'t^V-i- (2. 3. 4. 5-x h 7 b H D-lH-3- 




MS(ESI)(M+1): 401 

HJfe^sie 1 

N- [2- (3, 4->>^ h :^i>7 xn;i/) X5^;i/] -N-^ 9^;i/-4-:t^y-4- (2, 3, 4, 5-x 
h ^ t: H P-lH-3-^>XTif bf >-7-r ;P) y'^ >T5 K h U y)V^umm. 



O Me 




MS(ESI)(MH): 425 

%mm 6 2 

N,N-biX(2-p^ h^>'X5";|/)-4-:r4^y-4-(2,3.4,5-xh^t: KO-lH-3-'^ 



wo 01/87834 
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MS(ESI)(M+1): 363 

mmm e 3 

4-:t=¥V-4-t!^U i^>-l-'r;W-l-(2. 3, 4. 5-r h^b Ho-lH-3-'<>X7i? 




MS (ESI) 01+1): 315 

mmm6 4 

4-(2, 6->';<5^;i/^:;P*'J >-4-f ;U)-4-:t=^^V-l-(2, 3, 4, 5-t h ^ k Kp- 

iH-3-^>X7't?tf >-7-r;i/) yi5'>-i-^> h u 7;i^:tPi 




MS(ESI) (M+1): 345 

mmm e 5 

4- (3, i-P h H P V y U >-2 (IH) --T ;l/) -4-:t+ V-l- (2. 3, 4, 5-x h ^ h 

H p-iH-3-^>X7-if t!>-7-'r ;i/) y-\--t> h u y)V'tu\ 



wo 01/87834 PCT/JP01/0401S 




MS(ESI)(M+1): 363 
MMM 6 6 

5 l-[4-:t^y-4-(2, 3. 4. 5-x h ^ h K P-lH-3-^>X7-fe't!>-7-r 



o 




MS(APCI)(M+1): 358 

10 mmme? 

4-[4-(2-t HD+i^X5^;W If^U >?>-l-r;W-4-^^y-l-(2, 3, 4, 5-r h 




15 MS(ESI)(M+1): 359 

llJl^e 8 

4-:t=^y-l-(2, 3, 4, 5-x h ^ t: H P-lH-3-^>X7if l^>-7-1';^)-4-5":t 



wo 01/87834 
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MS(ESI)(M+1): 333 

4-(4-^>' v;l/fcr^U i^-l-i }V)-i-^^V-l-i2, 3. 4. 5-x h ^ k F P-IH- 

6 3-^>X7iftr>-7-'f;p)::^iS'>-i-:t> hU7;i/:toi^@iil 




MS(ESI)(M+1): 405 

mmm? 0 

10 N-[l-[4-:f^y-4-(2,3,4,5-xh^t: HP-lH-3-^>XT-fe*ti>-7-f ;W 



Me 




MS(APCI)(M+1): 358 

15 mmm? 1 

N->i^ P^=^x;i/-N-p^5^;P-4-:t^V-4-(2, 3, 4, S-t" k HP-lH-3-'^> 
20 MS(ESI>(M+1): 343 

mmmi 2 

N-^>i^;P-N-^5FJl/-4-:t^V-4-(2, 3. 4, 5-t- h ^ k HP-lH-3-^>X7-t: 



WP 01/87834 
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10 



15 
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MS(ES1)(M+1): 351 

mmmi 3 

N-X9";i/-N-(2-^ VX5"JI/) -4-:t^y-4-(2, 3. 4. 5-x h ^ t H P-lH-3- 

M.^^ JAB 

HN ■■ ■ 




1 3 6 mmzhT^Mit^m^nito 

MS(ESI)(M+1): 333 

mmmi 4 

4-^;i/7:t U >-4-r ;P-4-:r^V-l-(2, 3, 4, 5-x h 7 h H P-lH-3-^>XT 
o 




MS(APCI)(M+1): 317 

4-(3, 5-i?;<5^;i.tr^U >^>-l-r ;W-4-:t=^^y-l-(2, 3. 4, S-x t H P- 



20 




wo 01/87834 
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10 



15 



20 



MS(ESI) (M+l): 343 

mmm ? e 

4-^^ iS' k H a -r V ^yj >-2 (lH)-r ;M-*^y-l- (2. 3, 4, 5-x h 7 1: K 




13 6 tmuizLTmmit^'^^'^rco 

MS (ESI) 01+1): 369 

mmm? 7 

4- (4-h F P^v^ tr^U S^>-\--( 3. 4, S-x h ^ k K P- 

OH 

MS(APCI) (M+l): 331 

%mm 7 8 

4- ( (2S) -2- [ [ (2, 6-:^;* J-)Vy xCiJl/) 7 ^ ^ ] P< bf P U v'^-l --T ;i/) - 
4-:t+y-l-(2.3.4. 5-xh^bHP-lH-3-^>X7-iftf>-7-'f;l/):/j57>- 
l-:e-> hU7;P:tP»m:^ 





MS (ESI) (M+l): 434 

%mm 7 9 



wo 01/87834 
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4- [4- (4-^7 o P 7 X -)V) -4- 1 H D tf ^ U >-l --T )V] -4-^^ y -1- 
(2. 3, 4, 5-x h ^ k h* P-lH-3-^>X7-t'tf>-7-'l';W p^iJ' >-l-:t> h U 




5 3 6 i: Hilt hX^it^m^mco 

MS(ESI)(M+1): 441 
^iS^^J 8 0 

N-X5^;i/-N- [1- [4-^^V-4-(2, 3, 4, 5-x h ^ k H o-lH-3-^ >XT-fe: h! >- 

7-'T;w:/i5^y-r;wtfPU>'>-3-^;W7-feh7^ K h u 7;p:^-ps^m;^ 




MS(ESI)(M+1): 386 

^mm8 1 

N-[2-(v^5^;|.T$ y )X5^;i/]-4-:t+V-4-(2, 3, 4, 5-x h 7 b H P-lH-3- 



m^m set mmz vxmmit'^mmrc, 

MS(APCI)(M+1): 318 

mmms 2 

N-[3-(i^>^5^;i.75 y ) yp fcf;W-4-:t:^V-4-(2, 3, 4, 5-x h 7 1 Kp-IH- 



o 
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MS(APCI) (M+l): 360 

5 mmms s 

4-:a-^y-N-(2-bf i?>-l-r ;PX5^;U)-4-(2, 3, 4. 5-x h ^ t K P-lH-3- 

10 MS(APCI)(M+1): 358 

N-(2-t;P7:t U >-4-r;|/X5^;i/)-4-:t+y-4-(2.3, 4, 5-r h7k Hp-IH- 

3-^>X7-k*tf>-7-'r;w:/^>75 h hU7;i/:tPii^it 




15 mmm s e t|si#tctTS^ib'&#i^#:fe. 

MS(APCI)(M+1): 360 

N-[3-.(4-^5^;i/tr'^75^>-i-'f ;W:/p tf;w-4-:t^y-4-(2. a. 4, s-x h ^ 

t H P-lH-3-^ >X7-tf tf >-7-r ;W >7 $ H h U 7;i/:tPl^mit 
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MSCAPCI) (M+1): 387 

■mmms e 

N-[3-[^5^;K7xr:;W75 y jyp If ;W-4-:t=^V-4-(2. 3,4, 5-x t 




3 6 <h|p|<i(CbT«^^b^ti$#;^c, 
MS(APCI) (IIH-1): 394 

mmms 7 

N-(l-^>i^;Hf '^U 5?>-4-r;W-4-:e-:^y-4-(2. 3, 4. 5-5^ h7 k HD-IH- 

3-^>XT-t?tr>-7-f;W:;f^>75 H hOy)V:^ummm. 
o 

H 




3 6 tmm\zLT^mit^m^mco 

MS(APCI)(M+1): 420 
»fll8 8 

4-:t=*^y-4-(2, 3, 4, S-t" h HD-lH-3-^>X7-tf tr>-7-f ;i/)-N- 
(2,2.6,6-xh7^5^;Ptf^U>?>-4-'r;i/)::/^>T5 K hU7;P:tPS^ 




ril3 GiMtCbT^j 
MS(APCi)(M+l): 386 

mmm 8 9 

N-(2-rz: ij y X^;l/)-4-:t^V-4-(2, 3. 4, 5-5^ h ^ t H D-lH-3-^>X7 



wo 01/87834 
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MS(APCI)(M+1): 366 

mmm 9 o 

5 4-:t=^^ V-N- (tf U - -i -4- (2. 3. 4, 5-x h ^ k H D-lH-3-^ 




MS(APCI)(M+1): 338 
10 ^im'dX 

4-:t^y-N-(tf U i^>-4 - -1';P^5^;W-4-(2,3,4, 5-x h-^k HD-lH-3-'^ 



o 




15 MS(APCI)(M+1): 352 

N- [3- (IH-'f 5 iS^y-;i/-l-r -fU MM -4-:t=^^ V-4- (2. 3, 4, 5-x h 7 1 




20 3 6 <fc ^^it LT^M-fb^^^^fc, 

MS(APCI)(M+1): 355 
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nmm9 3 

N-[3-(i^^ VfU h°;i/T5 y )X5^;i/]-4-:i-^V-4-(2, 3. 4, 5-5^ h ^ b KP- 
lH-3-'<>X7-feftr>-7-l';i/)y^>75 K h^jy )V:tamm^ 

0 Me 

'^^N-^Me 
Me'^'^Me 

MS(APCI)(M+1): 374 

mmm9 4 

N-[3-(e^p^9';i/T5 y)-2. 2->'^5";i/yp t:;i/]-4-:t-^y-4-(2, 3, 4, 5-x h 

^ Me Me l^e 





Me 



MS(APCI)(M+1): 360 

MMM 9 5 

N- [3- (2-;< tf^ U ^-l-Y ^ P tf ;W -4-:t=^^y-4- (2. 3. 4. 5-x h 7 

t H p-iH-3-^>X7iftr>-7-<;w -^^yy^ h h u 7;i^:^-Pi^siii; 




MS(APCI)(M+1): 386 

lH-3-^>X7i?t?>-7-1'jW:/^>75 h* hU7;U:tPi 



wo 01/87834 
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O 



o 



HN 



MS(APCI)(M+I): 374 

5 4-:t-*V-N-(2-tf D U i^>-l-r;WX^;i/)-4-(2, 3. 4, 5-r h H a-lH-3- 




MS(APCI)(M+1): 344 
10 M'MM 9 8 

N- [2- [JL^JV (2-p^ ^)Vy X 7 5 y ] X5^;W -4-:t^ y-4- (2, 3.4. 5-x 



15 HJS^sj 3 6 t l^filfc: bT^M^b-&ife&#fc. 
MS(APCI) ftl+l): 408 

mmmd 9 

N-a-^>i^;nf P u >?>-3-'r;w-4-^^y-4-(2. 3, 4. 5-x b ho-ih- 




Me 



O 



HN 




S3 
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MS(APCI)(M+1): 406 

nmm i o o 

N- [3-[lf 7. (2-fc ]ia^'yJ:^M7^ /]y'U e;i/]-4-:t^y-4- (2. 3, 4, 5- 

5 xh7bHD-iH-3-^>X7iftr>-7-f;w:^:$'>7$H h^JyMum 



MS(APCI)(M+1): 392 

mmmi 0 1 

N- [3- [ (5-- h D tr U V » 7 5 y ] X5^; W -4-;f V-4- (2. 3, 4, 5-x h ^ h 
HP-lH-3-^>X7-tftf>-7-r;i/)>^i5'>75 H hVy}V:tumBM 




MS(APCI)(M+1): 412 

mmm 102 

.4-:f ^y-N-(hf U z»-A--(}V:^^)V)-i-{2, 3, 4, 5-x h 7 1 H P-lH-3-^> 
X7if lf>-7-<;W::^:$^>75 H h 'J ^JPrtDf^Slifi 




OH 




MS(APCI)(M+1): 338 

mMmi 0 3 



wo 01/87834 
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15 



MS(APCI)(M+1): 338 

4_^;^y-N-(2-tf U >?>-3->f ;i^X5";W-4-(2, 3, 4, 5-r h ^ t H D-lH-3-^ 



MS(APCI)(M+1): 352 
10 5 

N-[2-(>?^5";i/r 5 y)x5";i/]-N-p^5';i/-4-:t+y-4-(2, 3, 4, 5-T- h ^ t H 



MS(APCI)(M+1): 332 

mrnm i o e 

N- (1 > 5?;!/ tf D >J >^ >-3-'f ;U) -N-^ ^JV-i-:^^ 7-4- (2, 3, 4, 5-x h 7 






wo 01/87834 
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MS(APCI)(M+1): 420 

m^m 10 7 

5 N-X5";U-4-:t4^V-N-(tfU>?>-4-r;U^5";W-4-(2,3,4.5-xh^t HD- 




MS(APCI)(Mtl): 366 

10 mmm i o s 

N-If X (tf U i?>-3-r;P^5';i/)-4-(2. 3. 4. 5-x h 7 k H P-IH- 




15 MS(APCI)(M+1): 429 
^JS^ 10 9 

4- (4-X5";U tf >'>-! -4-:^-^y-l - (2. 3, 4, 5-7" h ^ h K D-lH-3- 




wo 01/87834 
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10 



3 6 tmmizvx^m<t'^^^nfto 

MSCAPCI) (M+1): .344 . 

mmM 1 1 0 

X5^;U[4-[4-:t=t^y-4-(2, 3.4. 5-x h^k HD-lH-3-^>X7€tr>-7-^ 

^Me 

Q 




MS(APCI)(M+1): 401 

^mm 111 

4- (4-^ > v;U tf ^ ^ >-l --r -4-:t4^ y- 1 - (2 , 3 . 4. 5-x h 9 k K D - 1 H- 

o r "N" 




MS(APCI) (M+l): 406 
15 ^MM 112 

4-:t+y-4- [4- (tr u v^>-2-'r ;p) tr^^ v>-i-r ;w-i-(2. 3. 4. s-r h ^ 




3 6 i:|wi^iic:LTM{b-&«^^#fe. 

20 MS(APCI) (M+l): 393 

^m,m 1 1 3 
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4-(4-^>Xt HU>'H:f^^>'>-l-r;W-4-;t-^V-l-(2.3,4.5-xh^b K 




MS(ESI)(M+1): 482 

mmn 114 

4-:^ :^y_4_ (4-7 x:n;Hf v>-l-^ ;W-l-(2, 3, 4. 5-x h 7 h H n-lH- 




1 3 6 tmm\z hx^it'^m^mco 

MS(BSI)(M+1): 392 

mmmi i 5 

4-[4-(2-^ h^v7x-;W If^yi^-l-^ M-4-:t^^j-l-(2, 3. 4, 5-x h 




MS(ESI)(M+1): 432 

^mmi 1 6 
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10 



16 



4- (1 , 4'- 1£ tr^ U >-l '--i )V) V-1 - (2, 3, 4, 5-x h 7 b H D-lH-3- 




13 6 tmuizLxmmit'^^^nrco 

MS(APCI)(M+1): 398 

mmm 1 1 7 

4- [3- 5";i'7 5 y ) If O U >-l-'f ; W -4-^=^^ V-1 - (2, 3. 4. S-x b ^ k 




MS(APCI)(M+1) : 344 
1 1 8 

N-^>i?Jl/-N-(l-^>>?;i/kra U >^>-3-r;W-4-;t-+V-4-(2, 3. 4, 5-x h 
KD-lH-3-^>X7-iit!>-7-1'.;i/):/^>75 H hU 




20 



l3 



MS(ESI)(M+1): 496 

mim \ 1 9 

4-:^-=^^y-N. ^-MT. (tr U $^>-2-^ ;i/;<5";i/)-4-(2. 3, 4, S-x h ^ k h* P-IH- 



wo 01/87834 
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MS(APCI)(M+I): 429 

m^m 12 0 

5 4-(4-pt5^;M.4->»71ft!>-l--r;W-4-:t^y-l-(2.3,4.5-'r h^t HP- 




MS(APCI)(M+l): 344 
10 ^Jfi^J 12 1 

4- [4- (2- h H U^'^JL^M tf ^ ^ >-l -r ; W -4-:t4^ y-1 - (2, 3. 4. 5-x h 




15 MS(APCI) (M+l): 360 

mmm 122 

V-l-(2,3,4.5-'r h^k FD-lH-3-^>X7if If >-7-r;Wy^>-l-;t> 



wo 01/87834 
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MS(APCI) (M+l): 450 

mmm 123 

5 4-:t^ V -4- [4- ( tf 'J 5 >^ >-2-^ )V) tf ^ ^ v >-l--f -1 - (2, 3, 4. 5-x h 




10 MS (ESI) (M+l): 394 

mmm 124 

i-t^V -4- [4- [ (2E) -3-7 X - ;W2-:/P ^:^;H }d^yP>-\-^M-l- 
(2, 3,4, 5-x h 7 k H D-lH-3-^>XT1?t!>-7-r;i/) >-l-:t> h U 




us (ESI) (M+l): 432 

mmm 125 

N-^>>?;WN-[2-(v^5^;i/75 y)X5^;|/]-4-:t+y-4-(2, 3, 4, 5-x h ^ t 
20 Kn-lH-3-^>X7-lfH>-7-rJW:/3^>75 h U 7Jl/:tDi^^it 



wo 01/87834 
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MS(APCI)(M+1): 408 
*Sfi^!ll2 6 

5 N-^5";U-N-(l-^5";i't!'^7$^>-4-r ;i')-4-:t4^y-4-(2, 3, 4. 5-x h ^ k 

MS(APCI) (M+l) : 358 
ll»J12 7 

4-:r =¥y-4- [2- ( If p u >^>-i-f if d u >-i --r ;w -i - 

(2. 3, 4, 5-7^ h ^ t F 0-lH-3-'^>X7if kr>-7-f •:f^ >-l-:t> h U 




MS(APCI)(M+1): 384 

4-:t=^V-4-[4-(lf □ Ue>>-1-'1';0 tf'^U i?>-l-r ;W-l-(2. 3. 4, 5-x h 



wo 01/87834 
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mmM3 6 tmmzbxmmit^mmco 

MS(APCI)(M+1): 384 

mmm 129 




MS (BSD (HID: 409 

10 mmm 1 3 o 

4- [4- (4-^ n □ 7 W -1 - tf ^ 'J -4-:t4^ y-1- (2, 3, 4, 5-x h ^ t 




1 ) 2- ( h U 7;P:t O 7-^5^;^ -2, 3, 4. 5-x h ^ t H D-lH-2-^>X7if 

( h U y)V:tti7't^)U)-2. 3. 4. 5-r h ^ k HD-lH-2-^>X7if tT^-B-f 

'H-NMR (DMSO-dj) 5: 1.82 (2H, m), 2.58 (2H, t, J = 6. 2 Hz). 3.08 (2H, 
m). 3.23 (2H, t, J = 6.0 Hz). 3.89 (2H. m). 4.73 (2H, m). 7.37-7.41 (IH. 



wo 01/87834 PCT/JPOl/04015 

178 

m). 7. 84-7.88 (2H, m), 12.16 (IH, s). 

2) ±131) T#fc 4-:t^y-4-[2-(h>J 7;P:tP7-t:5^;i/)-2, 3,4,5- 

f-hyh h*D-iH-2-^>X7if tr>-8-i';n y^iJ' >m^m^^T. ^mm 1 2 

5 *<!£LT#fe. 

'H-NMR (CDCl,) 6 : 1.57-1.90 (6H, m), 2.60-2.74 (3H, m). 2.82 (2H. t, J 
= 6,6 Hz), 2.99 (2H, m), 3.12-3.24 (3H, m), 3.34 (2H, t, J = 6.6 Hz), 
4.01 (2H, s). 4.13 (IH. d, J = 15. 6 Hz), 4.76 (IH, d, J = 12 Hz), 7.12-7.30 
(5H, m), 7.79 (2H, m). 
10 MA: 122-124 -C m^imm.: J V:fU\i)VJL-7-)V) 

^mm 13 1 

4- [4- (4-^ D P 7 xn;i/) -1- tf^ U >?n;w -1- (2-^ 5^;i/-2, 3, 4, 5-7^ h ^ k 




15 13 0 4- [4- (4-^ O n 7 X - ;W -1 - tf ij zy-)V\ V 

-l-(2, 3. 4. 5-x h ^ h Fn-lH-2-OX7-if tf >-8-r;W-l->^iS'y ><&ffl 

'H-NMR (CDCIj) (5: 1.57-1.94 (6H, m), 2.33 (3H. s). 2.61-2.70 (2H. m). 
20 2.84 (2H, t, J = 6.6 Hz), 3.00 (2H, m). 3.02 (2H, t, J = 5.1 Hz). 3.18 
(IH, m), 3.36 (2H. t. J = 6. 6 Hz), 3.85 (2H, s), 4.14 (IH, d, J = 15.6 
Hz), 4.76 (IH, d, J = 12 Hz), 7.12-7.30 (5H, m), 7.83 (2H, m). 
M: 133-134 *0 (ifeS«i» : J V':fU\i)V:L-f-)V) 

nmm 1 3 2 

25 4-[4-(4-:J7 □ □7xr:;P)-i-tf'^U $^n;P]-i-(2, 3-5?t Hn-iH-f v-r > 



wo 01/87834 
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CI 



mm(Dtm^n^ ^t\z^y). 4-:t^y-4-[2-( h u y)\^-tu7-^^)V)-2, 3- 

5 'H-NMR (DMSO-dg) 6 : 2.59 (2H. t. J = 6.2 Hz), 3.25 (2H. t, J = 6.0 Hz), 
4.90 (2H, m), 5.12 (2H, m), 7.55 (IH. m), 7.96-8.05 (2H. m). 12.16 (IH. 
s). 

2) ±SB 1 ) X-mz 4-:r^V-4-[2-( h U y JV^uyt^M-l. Z-Jii F 

'H-NMR (CDClj) <5 : 1.56-1. 68 (2H. m), 1.82-1.96 (2H. m), 2.58-2.74 (2H. 
s), 2.84 (2H, t, J = 6.6 Hz). 3.04 (IH, s), 3.17 (IH. m). 3.36 (2H. t, 
J = 6.6 Hz). 4.15 (IH. d, J = 15.6 Hz), 4.31 (4H. s), 4.76 (IH, d, J = 
12 Hz), 7.11-7.36 (5H. i). 7.92 (2H. m). 
15 mi^: 133-134 m^itmm: X.^ y-)lr-p^V'fUi^)VJi-^M 

mmmi3 3 

N, N-v^yo tf;P-(3, 4-v't: H D-2H-1, 4-^>X:t^1^>?>-3-:t^.y-6-r 
;U)T-feh75 H 



m^m 1 7 T#fc N, N-i^:/n t!;i/-(4-x h^>':«j;i'Sl?:iJP> h=^^i^-3-n 
hD7xr:;07-kh75 K (11 g, 30.0 molXOX^' (500 mOfc 
lOX/i^v^^A-^^ (2.5g)*Dn^. -^jgETfc^fiTg^MTK^^JpK^&fei^ 

>(5oojni)«^L. mmmmmi^Tc, R^m^mmm. mmx^ju--s^ 




Me 
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'H-NMR (CDCI3) 6: 0.8-1.0 (6H, m), 1.4-1.7 (4H. m), 3.15-3.4 (4H, m), 
3.62 (2H, s), 4.53 (2H, s), 6.7-6.9 (3H, m), 9.1-9.4 (IH, br). 

5 thM:C. 66.18: H, 7.64: N. 9.65. 

: C, 66.07: H, 7.37: N, 9.59. 

mmm 1 3 4 

3, 4-i^t: H n-6- [2-(N, N-vT'O }d)V7^ J)X^M-2n-l,i-'<>X:t^1^ 




13 3 xmc N. N-i? >^D tf;i/-(3. 4->? h K 0-2H-1. i-^>X:t^'^ 
5^>-3-:r=^y-6-l';i/)7-lrh75 K (10 g, 34.4iDinol)©THF (20DiDl)^a^ 

t i^^©3j^^>/THF^^ (140 ml, HO moD^mx. Mwcimmm^ 

VTz^. )K?^T, 6^^*1^(30 ml, 180 mmol)*?ilTL.)&. 

■^Ai^P^hi^^:?^- (Jll§^iS;^+-tJ->:|^^X5^;P=4:l)-^i^Sl/. 
(6.8 g)^|^SJim*tlxT#/fe:, 

'H-NMR (CDCI3. 7'J-*i«) 6: 0.91 (6H, t, J = 7. 2 Hz), 1.6-1.8 (4H, m), 
2.6-2.8 (4H, m), 2.84 (4H, brs), 3.41 (2H, t, I = 4. 4 Hz), 3.6-4.0 (IH, 
br), 4.22 (2H, t, J = 4.4 Hz). 6.4-6.6 (2H, m), 6.65-6. 75 (IH, m). 

mmm 135 

3, 4-i?t K n-6-[2-(N, N-v^yp bf;i/75 y)X5^;^]-4-(l-:^7^S' W>XJU 
5i^x;|/)-2H-l,4-^>X:t=^rtf->^> i^zLK^mU 
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Me 



mmm 134 nmc 3, 4-5; t h d-b- [2- (n, n- vt'p ^^ju ^ j ) xg^jw - 

2H-l,4-^>X:t4r1j-i^> (300 mg, 1. 14 mmol), 4-i^^5^;l/75 ^ 

t!U';^> (140 mg, 1.14iiiiol)aJ:(yfhUX5^;i'r5> (0.48ml, 3.43iiniol) 



1 . 72 mmol) ® 7ir hx h U (5 lol) -^^W^UX. ^S"? 4 I^WS^b 

it, S«JC7K (50mi)^Jn^, Mx5^;i/Ti4fflb;fc. Jftai^*, iwrn. 



ii^ L , ^it ^ 5^ U ;^ ^*;P:^7 ^ A ^ □ T b ^ ^ 7 ^ - (Ji M^i^ : Wx5^ 
10 '>a.^m (1^*) &iin^m I^mx5";i/-v'^y:/ptr;i/ 

X-x;P3&^ef|J^^L. M^b-^*^ (220 iDg)S, mp 144-1 45"C©igS<i:LT 

'H-NMR (CDCI3, y^-m^) 6 : 0.89 (6H. t. J = 7. 2 Hz), 1.4-1.6 (4H, nO. 
2.4-2.6 (4H, m). 2.66 (4H, brs), 3.65 (2H, t, J = 4.6 Hz), 3.89 (2H, t, 
15 J = 4.6 Hz), 6.64 (IH, d. J = 8.4 Hz), 6.89 (IH. dd. J = 8.4, 1.8 Hz), 

7.3- 7.6 (4H. m), 7.90 (IH. d. J = 7. 8 Hz). 8.08 (IH, d, J = 8.4Hz), 8.2-8.4 
(2H, m). 

%mm 13 6 

3. 4- i? h H D -6- [2- (N. N-vf'/D \f.)Vr 5 J ) X5^; W -4- V >X;U 
20 J^c-;^)-2H-l,4-^>X:t4^■^^>^> -y^.'^W^ 



1 3'4 lr#fe 3, 4->?k H P-6-[2-(N, N-i^T'o \i)W^J'):^'^M- 

2H-l,4-^>x:t^1^i^> wimim\^x. n'smi 3 5 i:i^«i©sf^&fT 



5 o7-fehxhu;i/j§S3e (i5iDi)K:>i-:J-7^^>;^;p*:x;i'i7oU H (sssmg, 
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'H-NMR (CDCI5. yV-^&) (5: 0.90 (6H, t, J = 7. 2 Hz). 1.4-1.6 (4H, m), 

2.4- 2.6 (4H, m), 2.71 (4H, brs), 3.68 (2H. t, J = 4.6 Hz), 3.93 (2H, t. 
J = 4.6 Hz),. 6.68 (IH, d, J = 8.4 Hz), 6.90 (IH. dd, J = 8.4, 1.8 Hz), 

7.5- 7.8 (4H. 1). 7.8-8.0 (3H, m), 8.29 (IH, brs). 
5 13 7 

4-(4-ir D D'^>-b?>x;l'3iN-;i/)-3, 4-i?t H 0-6-[2-(N, ^-z^':fu fcr;i'75 
7)X5^;i/]-2H-l.4-^>X:t=^^1^>'> z^3.^mM 



l 3 4T#fc Z,i-S^h Hn-6-[2-(N,N->^yDtf;P75y)X5^;W- 

10 2E-i,4-^>x:t^^i^> mmm^m\^T. mmmi 3 5 tmmo^mi^m 

'H-NMR (CDCI3, yV-^m (5: 0.89 (6H. t, J = 7. 2 Hz)," 1.4-1.6 (4H, m), 
2.4-2.6 (4H. m), 2.69 (4H, brs). 3.72 (2H, t, J = 4.6 Hz), 3.88 (2H, t. 
J = 4.6 Hz), 6.72 (IH, d, J = 8.4 Hz), 6.92 (IH, dd, J = 8. 6. 2.0 Hz), 
15 7.41 (2H, d, J = 8.8 Hz), 7.56 (2H, d, J = 8.8 Hz), 7.64 (IH, d, J = 2.0 
Hz). 

^W-m-.C. 54.70: H, 5.93: N. 5.32. 
Mmm : C, 54.46; H, 5.88; N, 5.29. 
20 il!,^: 130-133t: 0^^«^: 7-feh» 

mmm i a s 

3. 4-y h H 0-6- [2- (N. N-v?:/P \^)V7 S. ; ) X^M -4- (2, 4, 6- h U ^ 
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. mmm 1 3 4 -cntc 3, h h p-6- [2- (n. N-i?:/D tf ;i/t 5 y ) x5^;u] - 

'H-NMR (CDClj. y^)-mM) 6: 0.88 (6H. t, J = 7. 4 Hz), 1.3-1.6 (4H, m), 
5 2.3-2.6 (4H, jd). 2.33 (3H, s). 2.48 (4H. brs), 2.57 (6H, s). 3.83 (2H. 
t. J = 4.6 Hz). 4.23 (2H, t, J = 4.6 Hz), 6.61 (IH, brs), 6.8-6.85 (2H, 
m), 7.00 (2H, s), 

: 157-1 Bs-c m^imm : mmx^jv-i^^ v t!;i/x-r;i/) 
%mm 13 9' 

10 4-(4-t-:/5^;i'^>^f>:^;p5fc-;i')-3, 4-5^t H n-6-[2-(N, ^-'J^U \d)V7 



mmm 134 x*mc 3, 4->^ t h o-e- [2- (n, n-^? tf 5 y ) x5^;i/] - 

2H-1, ^-^>x^^D-i^> mmm^m^^r. mmm 1 3 5 tmmomi^^n 

15 ^z.tiz^r,, ^mit^^m^'^m^tvrmco 

'H-NMR (CDCI3. 7U-:^S) 6: 0.90 (6H, t, J = 7. 2 Hz). 1.30 (9H. s), 
1.3-1.6 (4H, i), 2.4-2.55 (4H, m). 2.69 (4H, s),.3.71 (2H, t. 1 = 4.0 
Hz), 3.85 (2H, t, J = 4.0 Hz), 6.72 (IH, d, J = 8.2 Hz), 6.90 (IH, dd, 
J = 8.2, 2.0 Hz). 7.44 (2H, d, J = 8.8 Hz), 7.57 (2H, d, J = 8.8 Hz), 
20 7.68 (IH, d, J = 2.0 Hz). 

ff^fl : C, 61.29: H. 7.35; N, 5.11. 
Hi^fil: C, 61.02: H, 7.57: N, 5.00. 

mmm 140 

25 4-/^>>?;i';^;ujl^x;i/-3,4->?t HP-6-[2-(N,N->?:/DH;u7$y)x5^ 

;i/]-2H-1.4-^>X:t=^^-!ti^> i^zL^Mm. 



Me. 
Me' 




Me 



Me 
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1 3 4T#;fe3,4->?t: HD-6-[2-(N.N-v>yDfc°;i/7^y)X5";l/]- 

2H-i,4-ox:t-^+f-v> mm^^m^x. mmm 135 tmioiif^^&fT 

5 'H-NMR (CDClj, 7U-:SS) 5 : 0.89 (6H. t, J = 7. 2 Hz), 1.4-1.6 (4H. m), 
2.4-2.55 (4H. m). 2.66 (4H, brs). 3.53 (2H. t, J = 4. 2 Hz). 3.73 (2H, 
t, I = 4. 2 Hz), 4.44 (2H, s), 6.7-7.0 (2H. m). 7.1-7.4 (6H. m). 

1!,^^ : i5o-i5it: (m^mm mmx.^)v-M v^u tf;ux-x;w 
mmm 1 4 1 

10 3,4->?h KP-6-[2-(N,N->'yDt!;P7^7)X5^;W-4-(2-:?-7 M-lYir 




13 4 3, 4->? t H D-6- [2- (N, ^--J^U bf 5 ^ ) X.^)V\ - 
2H-1, 4-^>X:t^1?-v> :^m:^^fflV>T. Il» 13 5 tl^^^^f^Sfr 
15 5 ;i <h <t D . ^m\^^m t LT#fco 

'H-NMR (CDClj, 7U-4IS) (5 : 0.75 (6H, t. J = 7. 2 Hz), 1.0-1.4 (4H, m), 
1.9-2.2 (6H, b). 2.2-2.4 (2H. m). 4.06 (2H. t, I = 4.2 Hz), 4.39 (2H. 
t, J = 4. 2 Hz), 6.5-6.9 (3H, m), 7.4-7.6 (3H. m), 7.7-7.9 (3H, m). 8.04 
(IH. s). 

^mm 1 4 2 

4-(4-ti7 X - ;i/-l-:5!7;U7H-;W-3. 4->'k H □-6- [2-(N. N-i?7°D tf 5 

/ ) x5^;i/] -2H-1 , 4-^^ >x:r ^-y-s^ > 
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1 3 4Tf#Ac3,4->^t:FP-6-[2-(N.N->'yntf;P75y)X5';i/]- 

2H-i,4-^>x:t^ii-i^> m^i^^ffiViT, mmm 13 5 tmm<Dmi^^n 

'H-NMR (CDCg 6 : 0.75 (6H, t, J = 7. 2 Hz). 1. 1-1.4 (4H, m), 2.1-2.6 (8H, 
m), 4.04 (2H. t. J = 4.6 Hz), 4.38 (2H. I. J = 4.6 Hz), 6.6-6.9 (3H. 
m), 7.3-7.5 (3H, m), 7.5-7.7 (6H, m). 

g!!,^: 95-96 "C : i^^X5^;i/-v-r V>^Ptf;l.X-f-;W 

mmm 43 

3. 4-v'l: H P-6-[2-(N. N-S^^O t!;P7 5 y ) X5^;W-4-(l-:h75';P^5^ 
;W-2H-1.4-^>X:i-^U-i^> itMii 




Me 

1 3 4T?=»fc 3.4-':^kKP-6-[2-(N,N-5?::/'Ptr;i/75y)x5^;i/]- 

2H-l,4-^>X^=^-y->'> (200 mg, 0.76iBmol)*J:tXl-:57PP;jt5^ 

15 .;i':h7i57l/> (400 ig, 2.29 mmoDCODMF W (15 ml) t^M* U C7 A (316 

mg, 2.29 moD^m^tco E^m^^ur^ 2 mmuwWi. 7j<^un^> mmx 
;u=3:i)T)^«^, AmMmm/mmx^mm'vmmu 7-^h>-^>^ 

20 >J:D^^{bbT> ^mt^m (80 ing)*inp 177-178 "CO^^tbT^lfeo 
'H-NMR (CDCI3. y^)-m.m d: 0.82 (6H, t, J = 7.4 Hz), 1.4-1.7 (4H. m). 
2.3-2.5 (4H. m), 2.59 (4H. brs). 3.28 (2H. t. J = 4.4 Hz). 4.21 (2H. t, 
J =4. 4 Hz). 4.84 (2H. s). 6.4-6.6 (2H, m). 6.7-6.8 (IH. m). 7. 3-7. .6 (4H, 
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m), 7.7-8.0 (2H, m), 8.0-8.1 (IH, i). 
TC^^^M Cj^HjsClNjO • 0. SHjO h UT 

th#iil : C. 72.38; H, 8.10; N, 6.25. 

Hl^ll : C, 72.24; H, 7.91; N. 6.12. 
5 14 4 

3. 4->' fc H n-6- [2- (N, N-e^:/D \L)W 5 J ) -4- (2-:h7 5^;!^^ 5^ 




1 3 4T#fc 3. 4->?t: HD-6-[2-(N,N-i;:/a tr;i/75 y)X5^;^]- 
10 2H-1.4-^>X:t=^^U->'> limJt?£fflViT^^il^a|14 3il^=li0^f^^lT 

'H-NMR (CDCI3, 7U-*I*) (5: 0.82 (6H, t, J = 7.4 Hz). 1.4-1. 7 (4H, m), 
2.4-2.9 (8H, m), 3.3-3.5 (2H, 1), 4.2-4.4 (2H, 1), 4.59 (2H, brs), 6.4-6.6 
(2H. m), 6.7-6.8 (IH, m), 7.3-7.5 (3H. m), 7.7-7.9 (4H. m). 
l5 il!^: 169-170 "C i^X5";i'X—r;l'A:^^-y-» 
%WSi 14 5 

3. k-v h H p-e- [3- (N, N-$^:/n h;I/7 ^ 7 ) :/p tr;W -4- (2-:h -y^vyT. 

;^3J^x;^)-2H-1.4-^>X:t+•^^>'> S^a.'^Blit 




Me 

■(cqH)2 

20 #%^J1 9-e#fc3,4-i^kHD-6-(3-3-K:/Ptf;l')-4-(2-:h7^1/>X 
;W7}NX;i/)-2H-l,4-^>X:t=^^-y-v> (1.0 g, 2.16 iiiiol):feJ:titS^7'PbVl/ 
7^>(263 mg, 2.60 iiiinol)©DMF?g^ (20 ml) fc«;^7 U A (0.9g, 6.48 
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©v-iC/^^jp^m mm^^^hxmit^m iLng)m^m^t 
5 hxmrco 

'H-NMR (CDClj, 7U-iia) 6: 0.8-1.0 (6H, m), 1.3-1.6 (4H, m), 1.6- 
1.9 (2H, m), 2.3-2.6 (8H, m). 3.67 (2H. t, J = 4.6 Hz), 3.92 (2H, t. J 
= 4.6Hz), 6.68 (IH, d, J = 8.4Hz), 6.91 (IH, dd. J = 8.4. 2.0Hz), 7.52 
(IH. dd, J = 8.4, 2.0 Hz), 7.5-7.5 (2H, m), 7.76 (IH, d, J = 2.0 Hz), 
10 7.8-8.0 (3H, m), 8.28 (IH, d, J = 1.8 Hz). 

mmmi4e 

3,4-v!t: H□-4-<2-:^7:$'^>X;^J^:l;^)-6-[3-(N-:;^ot!;^75y):/o 



15 0^mi 9T#;^3,4->'k h'D-6-(3-a-Fyot!;W-4-(2-:^-7iS7l/>X 

'H-NMR (CDClj, y^J-mM) 6: 0.92 (3H, t, J = 7.4 Hz). 1.4-1.7 (2H, m), 
1.7-2.0 (4H, m), 2.5-2.8 (4H, m), 3.68 (2H, t, J = 4.6 Hz). 3.92 (2H, 
20 t, J = 4.6 Hz). 6.68 (IH. d, J = 8.4 Hz), 6.89 (IH, dd, 1 = 8.4, 2.2 Hz), 
7.4-7.7 (3H, m), 7.74 (IH, d, J = 1.8 Hz), 7.8-8.0 (3H, m), 8.28 (IH, 
d. J = 1.6 Hz). . 
ii!,^.: 155-156 *C (M^imM: 

mmm 1 4 7 

25 3,4-e^t: KD-4-(2-:^7^1x>X;i'Jj^-;W-6-[3-(4-fcr^Ui^y tr^Ui^ 

7) yp \fM-2E-l,A'^>X:t^D--J> 2 
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1 9 -^mc 3. h H p -6- (3-3 - H y D \i)V) -4- {l-y 

5 'H-NMR (CDCI5. y U 6 : 1. 3r2. 0 (13H, m) . 2. 1-2. 4 (4H, m) . 2. 4-2. 7 

(6H, m), 2.9-3.1 (2H, m). 3.68 (2H. d, J = 4. 6 Hz), 3.91 (2H, d. J = 4.6 
Hz). 6.68 (IH, d, J = 8.2 Hz). 6.89 (IH, dd. J = 8.2. 2.0 Hz), 7.4-7.7 
(3H, m). 7.74 (IH, d, J = 2.0 Hz), 7.8-8.0 (3H, m), 8.28 (IH, d, J = 1.6 
Hz). 

10 si!^: 240-241 r (^^^b^ii: ^^y-;i/-e^x5^;px-x;W 

14 8 

3, 4->?k H o-4-(2-:^7^ ^>x;i'j)^-;W-6-[3-(4-7x:i;i/t!^y -J J) 

yDk°;^]-2H-l,4-^>X:t+-i^>^> m^m. 



15 m%mi 9-e#fc3,4->»h]<n-6-(3-3-K:/Dtr;W-4-(2-:h7:$'k>X 

'H-NMR (CDCI3. y U -ilS) 6 : 1. 6-2. 2 (8H. m) , 2. 3-2. 6 (3H. m) , 2. 64 (2H, 
t, J = 7.6 Hz), 3.0-3.2 (2H," m), 3.68 (2H, t, J = 4.6 Hz). 3.93 (2H. t. 
20 J = 4.6 Hz), 6.69 (IH, d, J = 8.4 Hz), 6.91 (IH, dd, J = 8.4, 2.0 Hz), 
7.1-7.4 (5H, m), 7.4-7.7 (3H, m), 7.76 (IH. d. J = 2.0 Hz), 7.8-8.0 (3H. 
n), 8.30 (IH, brs). 
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m.^: 182-183 1: 7^^y-;w>'x^;i'X-7^;w 
mmm 149 

6-[3-[4-(4-i7DP7x-;W-4-t:HD^i/tf^U>^y]:^Ot:;H-3,4-$^t: 
K p -4- (2-:^ y^U >pi.M=L)V) -2H-1 . 4-^ >X:t^1}-i^ > WkM 



CI 




• HCI 

5 

'H-NMR (CDClj) 5: 1.7-2.0 (4H, m). 2.15 (2H. td, J = 13.2. 4.4 Hz). 
10 2.3-2.6 (4H, m). 2.65 (2H, t, J = 7.6 Hz), 2.7-2.9 (2H. m), 3.67 (2H. 
t, J = 4.6 Hz). 3.92 (2H, t. J =4.6 Hz). 6.70 (IH, d, J =8. 4 Hz). 6.91 
(IH. dd, J = 8.4, 1.8 Hz). 7.2-7.4 (2H, m), 7.4-7.7 (7H, i), 7.77 (IH. 
d, J = 2.0 Hz), 7.8-8.0 (3H, m), 8.29 (IH. brs). 
m.^: 125-126 r ^:$^y-;V'-i^X^;i.X"T-;0 

16 ^MM 1 5 0 

3,4-v'k HD-6-[3-[4-(3,4-^5^^>>?:f=^^S^^>v^;W }d^^P/'\-Xu\d 

M -4- (2-^ y^u -2h-i . 4-^^ >x:t^ii->^ > 2 mmM 

■v^s***^ • 2HCI 

##^J 1 9 3, 4->'t: h'D-6-(3-3- H:/P }d)V)-i-(2-i-y^ U>X 

20 ;i/7js-;0-2H-1.4-^>X:t4^lJ->^>^fflV>T, 14 5 tl^mc^f^S 

'H-NMR (CDClj. y^)-m&) d: 1.7-1.9 (2H. m), 2.3-2.7 (12H. m), 3.42 
(2H, s). 3.68 (2H. t. I = 4.6 Hz). 3.92 (2H. t. J = 4.6 Hz). 5.94 (2H. 
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s), 6.68 (IH. d, J = 8.4 Hz), 6.75 (2H. brs), 6.8-7.0 (2H, m). 7.4-7.7 
(3H, m), 7.74 (IH, d, J = 2.0 Hz), 7.8-8.0 (3H, m), 8.28 (IH, d. J = 1.6 
Hz). 

m,^: 2 1 2-2 1 3 -C (B^mm -}V-i^Ji9-}VX.-f-)V) 

5 ^mm 15 1 

3,4->?h HP-4-[3.4-i^h Ko-6,7-i^;t h^>'X}iU[ty^U>-2m, 



10 1 3,4->^k HP-6-(3-3-H7'Plf;W-4-(2-:h7:57lx>X 

)Vts::i)V)-2YL-\A-^>X:^^-^-J>t:m^^X. 1 4 5 tn^o^U^^ 

'H-NMR (CDCI3. 7U-:^«) 6: 1.3-2.0 (lOH, m). 2.3-2.9 (lOH, m), 3.66 
(2H, t. J = 4.4 Hz), 3.82 (6H, s), 3.90 (2H, t, J = 4.4 Hz), 6.56 (2H, 
15 brs), 6.68 (IH, d. J = 8.4 Hz), 6.90 (IH, dd, J = 8. 4, 2.0 Hz), 7.47 (IH. 
dd. J = 8.6, 2.0Hz). 7.5-7.7 (2H, m), 7.7-8.0 (4H. m). 8.27 (IH, brs). 

^mm 1 5 2 

3, 4-i^ h H D -4- (2-:^7 ^ V >7.;i/Jj^-;P) -6- [3- (4- tf U i^)]/:^ '^}V7 5 

J)':fu tr;w -2H-1 . 4-^^ yx^^'^vy 2 mm 



1 9 -mtt 3, 4-i? t: H D-6-(3-3- F :fu t?;i/) -4- (2-±y^ V yT. 

;l'7}N-;i/)-2H-l,4-^>X:r^i?-i^>^fflV:>T, 14 5 «hl^^0WSr 

'H-NMR (CDClj, 7U-ii») <5 : 1.7-2.0 (2H, m), 2.67 (4H, t, J = 7.0 Hz), 
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3.68 (2H, t. J = 4.4 Hz), 3.81 (2H. s). 3.91 (2H, t. J = 4.4 Hz), 6.68 
(IH. d, J = 8.4 Hz), 6.88 (IH. dd, J = 8^4, 2.2 Hz). 7.1-7.3 (2H, m), 
7.4-7.7 (3H, m), 7.7-8.0 (4H, m). 8.28 (IH, brs). 8.53 (2H, d, J = 6.2 
Hz). 

5 Mt&if^ 15 3 

6-{3- [2- (3-r > H U )VX^)V) T^yizfu \^M-Z, 4-':?fc K a-4- i2-i-y 

,0. 



20 




-HCI • 

1 9 ante 3, 4->?h H n-6-(3-3- h:/p tr;i/)-4-(2-:f 7 ^ vyT. 
10 ji/3i>-;w-2H-i. 4-^>x:t^-y-$^>&ffiViT. %im\ 1 4 5 tMm.ow^^ 

'H-NMR (CDCI3, 7U-itS) 6: 1.7-2.0 (2H, m). 2.58 (2H, t, J = 8.0 Hz), 
2.69 (2H, t, J = 8.0 Hz), 2.8-3.1 (4H, m), 3.67 (2H, t, J = 4. 4 Hz), 3.90 
(2H, t, J = 4.4 Hz), 6.64 (IH. d, J = 8.4 Hz), 6.82 (IH, dd, J = 8.2. 
15 2.0 Hz), 7.0-7.3 (3H, m), 7.3-7.4 (IH. ra), 7.4-7.8 (5H, m). 7.8-8.0 (3H. 
m). 8.18 (IH. brs). 8.27 (IH, brs). 
%im 15 4 

N,M->?:/Pt!;i/-[3,4-i^k HD-3-(4-^ h:^^>/7xri;i/)-2H-l,4-^>X:t 

Meo-^ " • S 

Me 

##^r!i2 OT-#jt N,N->':/aif;i/-[4-(4-;< Y^y^yMy)%)WsZL)\i^ 

h:^^>>-3--ho:7x-;l']7-feh75 K§fflViT> H W 1 3 3il^«IM 
'H-NMR (CDCI3) fi : 0.8-1.0 (6H, m). 1.4-1.7 (4H, m), 3.1-3.4 (4H. n), 3.56 
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(2H, s), 3.82 (3H, s), 3.8-4.0 (2H, m), 4.22 (IH, d. J = 10.6Hz), 4.44 
(IH, dd, J = 8.8, 3.0 Hz), 6.52 (IH, dd, J = 8. 2, 2.2 Hz), 6.60 (IH, d, 
J = 2.2 Hz), 6.74 OH, d, J = 8.2 Hz), 6.91 (2H. d, J = 8,8 Hz), 7.30 
(2H, d, J = 8.8 Hz). 
5 TtM^^m Ct^MtbX 

VrWM : C, 72. 22; H, 7.91; N, 7.32. 

H^ffl : C, 71.91; H, 8.10; N, 7.35. 

mmmi 5 5 

3.4->'fc Ho-6-[2-(N,N->?:/nbr;U75/)X5";W-3-(4-;< h4^>'7x- 
10 ;W-2H-l,4-^>X:t+1}-v>> itHii. 



^mmi 5 4T#;fcN,N->?:/Dtr;i-[3,4->^t: HD-3-(4-^ h^^'^x- 
;W-2H-l,4-^>X:t*1J->^>-6-1';i/]7-feh75 PSfflV^T, HJS^Jl 3 3 

tmm(Dmi^^n^:it\z^r). mmit^^o)y^j-m^^s mp 85-90 1: 

'H-NMR (CDCI3, 7'J-lia) (5: 0.91 (6H. t, J=7.4Hz), 1.5-1.8 (4H, m), 
1.6-1.8 (4H, m). 2.87 (4H, s), 3.82 (3H, s), 3.8-4.0 (2H. id), 4.23 (IH, 
dd, J = 10.6, 3.0Hz), 4.43 (IH, dd, J = 8.8, 3.0Hz), 6.4-6.6 (2H, m). 
20 6.77 (IH, d, J = 8.8 Hz), 6.91 (2H. d, J = 8.8 Hz), 7.30 (2H, d, J = 8.8 
Hz). 



mmM 15 6 

4- [4- (4-tj7 D p 7 X n;!/) -1 - If ^ ij e^-; W -4-^^ y - 1 - [2- ( h U 7 D 
r±^)V)- 2, 3, 4. 5-T- h ^ k H 0-lH-2-^>X7if If >-8-1'JW-l-:/:57 y 




Me 



25 



wo 01/87834 



193 



PCT/JP01/0401S 
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mm^i 1 3 0 © 1 ) 4-:t^ V-4- [2- ( h U yJV^U 7±^JV)- 

2,3,4. HD-lH-2-'^>X7-ifbr>-8-f;W:;^iS'>^<£ffi^^iT. m 

5 'H-NMR (CDCI3) 5: 1.57-1.93 (6H. m), 2.61-2.81 (4H, m), 3.06 (2H. m). 
3.22 (IH. m). 3.33 (2H. m), 3.94 (2H. m). 4.13 (IH. m). 4.68-4.79 (3H. 
m). 7.13 (2H, m), 7.29 (3H, m), 7.88 (IH, m), 8.03 (IH, m). 

m^: 153-155 1: iU^mm::^^y-J^-^My':fu}^)yjL-v-)V) 

10 4-[4-(4-^7 D P7x-;W tf^U 5?>-l-r JW-l-(2-X5";i/-2, 3, 4, 5-?- h ^ 
t Kn-lH-2-^>XTiftf>-8-r;i')-4-:t^V:;^^>-l-:t> 



13 0 P □ 7x-;W-l-tf^'J >^:i;W-4-:^-:¥V 

-l-(2, 3, 4. 5-x t HD-lH-2-^>X7€lf >-8-f ^'W-l-r^r^'y 

'H-NMR (DMSO-d,) 6: 1.27 (3H, t. J = 7.4 Hz), 1.42 (IH. m). 1.63 (IH, 
m), 1.73-1.96 (4H, m). 2.51-2.89 (5H, m). 3.07 (4H, m), 3.22 (2H. m), 
3.49 (2H, m). 4.10 (IH, nO, 4.45-4.67 (3H, m), 7.27-7.46 (5H, m), 7.85 
20 (2H, m), 10.47 (IH, m). 

4- [4- (4-^ p p 7 xii;w t!'^ u 9y-i-^ ;w-i- (2-1' y -fa fcf;i/-2, 3, 4, 5- 

xh^k HP-lH-2-^>X7-fe?t!>-8-r;W-4-:t=^^y:/^>-l-^> 
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-l-(2,3, 4,5-rh7t:KD-lH-2-^>X7-^t!>-8-'f;W-l-:/^y>*ffl 

5 thxmzo 

'H-NMR (DMSO-dg) 6: 1.31-1.44 (6H, m). 1.55 (IH, m), 1.81-1.92 (3H, m), 
2. 07 (IH. m), -2.61 (IH, m). 2.74 (4H. m). 3.04 (IH, m), 3. 24-3. 30 (4H, 
m), 3.57 (3H. m), 4.08 (IH, m). 4.47-4.63 (3H, m), 7.24-7.46 (5H, i), 
7.96 (2H. m), 9.89 (IH, m). 
10 Mi^M 15 9 

1 - (2-^ >-J}V-2, 3. 4, 5-r h ^ h K P-lH-2-^ >X71f tf >-8-^ ;|/) -4- [4- 




HSI^SI 1 3 0"e#;t 4-[4-(4-:j7Dn7x-J|/)-l-tr^U>'-;W-4-:t^V 
15 -l-(2.3.4,5-xh^t: Ha-IH-2-^>X7if t!>-8-<;i/)-l-:/i$'y >^ffl 

'H-NMR (DMSO-dj) 5: 1.37 (IH. m), 1.58 (IH. m), 1. 74-1.85 (3H, m). 2.07 
(IH, i), 2.65-2. 89 (5H. m). 3.07-3.21 (6H, m), 4.08 (2H, m). 4.40-4.50 
20 (3H, m). 4.73 (IH, m), 7.28-7.61 (lOH, m). 7.96 (2H, m), 10.84 (IH. m). 

mmm i e 6 

4- [4- (4- ^ P O 7 x-;0 tf ^ U >-l --r M V-l - [2- ( h U 
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CI 



Hifi^ 1 3 2 © 1 ) 4-:t^ V-4- [2- ( h U y)V:tnr±^)V)-2, 3- 

5 'H-NMR (CDCI3) 6 : 1.58-1.67 (2H, in), 1.84-1.96 (2H, m), 2.62-2.75 (2H, 
m). 2.86 (2H, t, J = 6.6 Hz). 3.19 (IH, t, J = 11.7 Hz). 3.33 (2H, t, 
J = 6.6 Hz), 4.12 (IH, m), 4.75 (IH, m), 4.97 (2H, s), 5.09 (2H. in), 
7.13-7.46 (5H, m), 7.96-8.04 (2H, m). 

mmmiei 

10 4-[4-(4-^j7PD7x-;W tf^U>^>-l-r;W-l-(2-^^^W2,3->?b HD- 

iH-f y-f > K-;i/-5-^;W-4-:t^y y'^J' >-i-:t > 



mmn 1 3 z-vntc 4-[4-(4-i^pp7xn;i/) tf^us^^-i-r^w-i- 

(2.3->fkHD-lH-rV'f >H--'l^5-1';i')-4-:i-=^rV:/i5' y-l-:t>^m^^ 

15 T. mmm 1 e tmm(Dmi¥^n^ <it\z^r}, ^mi\:^mmMthxm 

'H-NMR (CDCI3) d: 1. 56-1.68 (2H, i), 1.82-1.96 (2H, m). 2.63 (3H, s), 
2.74 (2H, m), 2.84 (2H, t, I = 6.6 Hz), 3.17 (IH, m), 3.36 (2H, t, J = 
6.6 Hz). 4.15 (IH, d, I = 15.6 Hz), 4.31 (4H, s), 4.76 (IH. d, J = 12 
20 Hz). 7.11-7.36 (5H, m), 7.92 (2H, nO. 

mmm i e 2 

4- [4- (4-^ D D 7xr:;i/) If'^U J^V-l-f ;H-l-(2-X^;i/-2. 3-v^t: HD- 

iH-r V'f > h*-;i/-5-f ;w-4-:r^ry >-\-:t> 
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mmm 1 3 2 x-ntz 4- u- a-^ u □ 7 xz:;i') tr^ u ;w -1- 

5 

'H-NMR (CDCI3) 6: 1.22 (3H, t, J = 7.2 Hz), 1.26-1. 62 (2H. m), 1.83- 
1.94 (2H. m), 2.61-2.80 (6H, m), 3.17 <1H, m), 3.36 (2H, t, J = 6.6 Hz). 
3.96 (4H, s). 4.15 (IH. d. J = 15. 6 Hz), 4.76 (IH, d, J = 12 Hz), 7.11-7.36 
(5H, id), 7.88 (2H, m). 
10 16 3 

4-[4-(4-^ n O 7x::i;W tr^U s?>-i-r ;W-l-(2-'l' Vr/'P t!;V'-2. 3-$?t: 




MMMl 3 2T#fe 4-[4-(4-^aD7x:r;i/)tr'^ij>?>-l-r;W-l- 
15 (2,3-i?k HP-lH-1'y-l' >H-;i/-5-l';|/)-4-;i-^VP^i5'>-l-:t>^fflVi 

'H-NMR (CDCl,) (5: 1.21 (6H, .d. J = 5.4 Hz). 1,62-1.80 (2H, m), 1.83- 
1.94 (2H. m), 2.61-2.82 (5H, m), 3.17 (IH, m), 3.36 (2H, t, J = 6. 6 Hz), 
20 4.00 (4H. s). 4.15 (IH, d, J = 15. 6 Hz), 4.76 (IH, d, J = 12 Hz), 7.11-7.36 
(5H, m). 7.88 (2H. m). 

mmmie4 ■ 

l-(2-^>i;jW2, 3-^k H D-lH-r V-r > H-;W5-r ;W-4-[4-(4-^D P 
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mmm 132 i^ntc 4- [4- (4-^ uuy x::i;w tr ^ u >^>-i-r ;i/3 -1- 



5 fc. 

'H-NMR (CDClj) 5: 1. 62-1. 80 (2H, m), 1.83-1.94 (2H, m). 2.59-2.82 (4H, 
m), 3.17 (IH. m), 3.36 (2H, t. J = 6.6 Hz), 3.93 (2H, s), 3.97 (4H, s), 
4.15 OH. d. J = 15.6 Hz), 4.76 (IH. d, J = 12 Hz), 7.18, (2H, m), 
7. 29-7. 42 (8H, dO, 7.88 (2H, m). 

10 mmmi e 5 

4-(3-^ V:^n tr;i/-2. 3, 4, 5-^ h 7 k KD-lH-3-'^>X7if i:f>-7-i';w- 

4-:t =^^y-N- (3-7 x:^;i/:/p \^)V) yy 5 K 



^JS^^J 4 2 Ifflfc 4-:f 4^ V-N- (3-7 xZi;i/:/P tr;0 -4- (2, 3, 4, 5-t- h =7 
16 b:l«D-lH-3-^>X7-tft!>-7-i';i/):;^^>75 H h >J 7;i/;tPStm:t^ 

'H-NMR (DMSO-d,) 5: 1.04 (3H, d, J = 6.3 Hz). 1.27 (6H, d. I = 6.3 Hz). 
1.64 (IH, i), 2.91-3.23 (6H, m), 3.60-3.79 (lOH, m), 7.17-7.40 (6H. m), 
20 7.85 (2H, m), 11.0 (IH. m). 
SIJfi^ill6 6 

N-(l-pC5";P-3-7 x-;i/yp lf;W-4-:^-=^^V-4-(2. 3. 4, 5-r h 7 1: H P-IH- 

3-'^>X7-tftr>'-7-r;w-:/i5'>75 H mm^ 



(2,3-$?k HP-lH-r V<> H-;i/-5-<;W-4-:f ^V:^^>-l-:^>^fflV> 
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'H-NMR ODMSO-d,) 6: 1.05 (3H. d, I = 6.6 Hz). 1.65 (2H, m). 2.50-2.60 
(6H, m), 3.19 (8H, i). 3.75 (IH, m). 4.37 (IH, m), 7.17-7.40 (6H, m), 
5 7.86-7.96 (2H, nO. 9.53 (IH, m). 

^Jfef !l 16 7 

4- (3-f VT'D If ;i/-2. 3, 4. 5-r h ^ k H D-lH-3-^>X71f tr>-7-r 

N-(i-p<5^;W3-7x:n;i.yDtf;w-4-:t^y:/i5'>75 H illim 



10 16 6 ante K- (1-^ 5^;i/-3-7 x-;uy P hr;i/) -4-:^ + V-4- 

(2,3.4.5-xh^tKo-lH-3-^>X7-tft'>-7-r;W-:/^>T5H ig^ 



'H-NMR (DMSO-dj) 6: 1.05 (3H, d, J = 6.3Hz), 1.27 (6H, d. J = 6.3Hz), 
15 1.67 (2H, nO, 2.92-3. 23 (6H. m), 3.57-3.79 (5H. m), 3.99-4.05 (5H. m), 
7.17-7.40 (6H. m). 7.86-7.96 (2H, m). 10.97 (IH. m). 

mmm 1 6 s 

4-:t=^y-N-(2-7 X y '^zyJL^M 4-[3-( h U 7;i/:tO 7-fe5^;W-2, 3. 4, 5- 

xh^t KD-lH-3-^>X7ift:°>-7-'l*;i/]>^i$'>75 H 



1 6 xntc 4-:t=^^y-4-[3-( h U y}V:tU 7t^)V)-2. 3. 4, 5-x h 
7hHP-lH-3-^>X7ift*>-7-1'JW:/i5^>mS:fflViT> HM^^Il 2tR 

'H-NMR (CDCI3) (5: 2.66 (2H, t. J = 6.6 Hz). 3.03 (4H. m), 3.34 (2H, t. 
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J = 6.6 Hz), 3.67 (4H, m), 3.78 (2H. m), 4.04 (IH, d, I = 4.8 Hz), 6.23 
(IH, m), 6.89, (3H, m), 7.24(3H, i), 7.78 (2H, m). 
16 9 

4-:t=^^ V-N- (2-7xy =^^S/X5^;W-4-(2, 3. 4. 5-x h 7 1 H □-lH-3-^>X 
71flf>-7-'r;W:f^>75 H 




II 6 8-^#Ac4-:t^V-N-(2-:7xy^i>X5^;i/)4-[3-(hU7;P^ 
P 7-kg^;W -2, 3, 4. 5-^ h ^ k F P-lH-3-^ >X*T-tf hf >-7-^ M >7 

'H-NMR (CDClj) (5: 2.26 (IH, s), 2.65 (2H, t, J = 6.6 Hz). 2.98 (8H. m). 
3.34 (2H, t, J = 6.6 Hz), 3.67 (2H, q, J = 5.1 Hz), 4.04 (2H. t, J = 4.8 
Hz), 6.28 (IH, m). 6.89, (3H. m), 7.24(3H, m). 7.71 (2H. m). 

mmm 1 7 0 

N- [3- xn;w t:;W -A-^^ v-4- [3- (hvyji^tur-t^ 

;W-2.3,4, 5-xh7k HD-lH-3-^>X7-tftf>-7-'1';Wy:$'>75 H 




##^J 1 6 4-^+ V-4- [3-( h U 7;i/^D 7-fe5^;V)-2, 3, 4, 5-x b 
^ b H P-lH-3-^>X7if tf >-7-'f M >mtpm} 2 3 TWc 3- (4- 

^pp7xx;w7'ptr;i/75>^ffiViT> ^mmi2 tmuomi^^nz)^ 

'H-NMR (CDCl,) 6: 1.73-1.85 (2H, m), 2.60 (4H, m), 3.05 (4H, m). 
3.24-3.34 (4H. m). 3.77-3.80 (4H. m). 5.87 (IH. m). 7.09-7.28 (5H. m), 
7.77 (2H, m). 

mmm 17 1 

N-[3-(4-:J7 o P7 xx;i/) 7°P t:;W-4-pf+y-4-(2. 3, 4, 5-x h ^ t: HP- 
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mmmi l 0T#fcN-[3-(4-i^DP7x-;i/)yplf;W-4-:t=^^y-4-[3- 
( h U 7;i/:t07-fe5^;i/)-2. 3, 4, 5-x h 7 1 K D-lH-3-^>X71f tr>-7-f 

'H-NMR (CDCI3) (5 : 1.73-1.85 (2H, q, J = 7. 4 Hz), 2.56-2.72 (6H. m), 2.96 
(7H. m). 3.21-3.37 (4H, m), 5.94 (IH. m). 7.07-7.28 (5H, m). 7.75 (2H, 
m). 

10 mmm 172 

4-:t^y-N-(4-7xnjV:/5^;P)-4-[3-( h U 7;U:t-PT-fe5=-;W-2, 3. 4. 5-r 
h^t Ho-lH-3-^>XT-lft!>-7-f jWyjJ'^TS H 




1 6 4-:t-:^ V-4-[3-( h U 7;i/:tP7-fe^;W-2, 3. 4. 5-5=- h 

16 KP-iH-3-^>XT-tf tr>-7-'r;wy^>m*fflViT, llJg^aj 12tm 

■ 'H-NMR (CDCI3) 5: 1.54-1.70 (4H. m), 2.60 (4H, q, J = 6. 6 Hz), 3.05 (4H, 
m). 3.24-3.34 (4H, m), 3.69-3.81 (4H, m), 5.73 (IH, m). 7.15-7.32 (6H, 
m), 7.78 (2H, in). 
20 17 3 

4-:t^V-N-(4-7x:i;i/yg^;W-4-(2. 3.4, 5-x h ^ k Yu-m-Z-^>X7 
•tft!>-7-1';W>^i5'>7S H ig^it 




• HCI 



1 7 2'rf#fc 4-;t4^V-N-(4-7x:2;i.7'5=-;P)-4-[3-(h u y^u 
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7-fe5^;i/)-2,3,4.5-xh^h HD-lH-3-'>?>X7-t?tr>-7-'f;W ^fflV^T. 

mum 1 3 tmrnomrp^no z. tiz^^. mmit-^^^^^^^^t vx 

'H-NMR (CDCl,) 5: 1.54-1.65 (4H. m). 2.48-2.61 (5H. m). 3.01 (8H, m). 
6 3.26-3.49 (4H, m), 5.79 (IH. m), 7.11-7.28 (6H, m), 7.73 (2H, m). 
17 4 

N- [3- (A-^ uuy xnjV) -fU tr;W-4-:t^ V-4- (3-^ V -fU b!;i/-2. 3. 4. 5- 
xh7k KD-lH-3-^>X7iftf>-7-'f ;W):^i5'>7^ H 

Me /--''N^'^s^^^A.^^.^v^i^ 

10 mmm 17 1 -rilfe N- [3- (4-^ uuy xn;i/) y p tf jW -4-:f y-4- 

(2. 3, 4, 5-r h 9 1 H 0-lH-3-'^>X7'if tr>-7-f ;W >75 H mmiL 

^fflViT, iijfi«3ii 7<hiii^©^f^sff-5 2i<hfcj:o> mmit-^^m^t 

'H-NMR (CDCI3) 6 : 1. 03 (6H, d . I = 6. 6 Hz). 1. 77 (2H, m). 2. 57-2. 66 (9H. 
16 m). 2.96 (4H, m). 3.23-3.34 (4H, m), 5.92 (IH, m). 7. 07-7.28 (5H, m), 
7.75 (2H, m). 

mmm 1 7 5 

4- O-r V :/0 lf;W2, 3. 4. 5-7" h 7 k H n-lH-3-^>X7-lf bf >-7--r JP) - 

4-:t=^^y-N-(2-:7xy=^^$/x5^;i/)-:^i5^>7s H 



^ H 




0 



me 9-C#/t4-:t^y-N-(2-7x7^>'X^;W-4-(2.3,4,5-'r h 
7 k H D -1 H-3-^ >X7if k >-7-f )V) yrJ' > 7 5 H V^T, 1 7 

'H-NMR (CDCl,) 6 : 1.02 (6H, d, J = 6.6 Hz), 2.65 (7H, m). 2.95 (4H, m), 
25 3.34 (2H, t, J = 6.6 Hz). 3.67 (2H. q, J = 5.1 Hz). 4.04 (2H. t. J = 4.8 
Hz). 6.23 (IH, m). 6.89. (3H, m), 7.24(3H. m). 7.71 (2H. m). 
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mmm 17 6 

N-[2-[4-(4-^ P P 7x-;i/)-l-bf^U >'::i;W-2-:t4^VX9^;H-2, 3. 4, 5- 



##^2 2T#fc 2-[4-(4-iJ7PP7x~;W-l-tf^U>^r:;i/]-2-;r^yx 
MS(APCI)(M+1) : 426. 

nmmi 7 7 

10 N-[2-[4-(2-;t5^;i/7xX;i/)-l-b!^Ue^r:;W-2-:^-:^^VX^jW-2.3.4.5- 



##^2 3-^#fc 2-[4-(2-/5";l/7xX;i/)-l-lf^Ue?-;W-2-:^-^VX 
MS(APCI)(M+1) : 406. 

mmmi 7 s 

N- [2- [4- (4- 7 P 7 X x;i/) - 1 - 1?.^ ^ i^x;!/] -2-;f V JL^-JV]- 
2.3.4,5-T-h^t:KP-lH-3-^>X7iftf>-7-jt;;i/3l^=^^tl-5 }^ h U 7;!^ 
20 :tamM^ 



5 
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MS(APCI)(M+1) : 411. 

5 N-[2-C4-(2-p^ h:^^>/7x-;u)-i-tr^7>'::i;w-2-:t-^vx5^;w- 

2. 3. 4. 5-r h 7 k H P-lH-3-'^>X7if e>-7-*;U4? W5 F h U 7;i^ 




##^J2 5T#fc2-[4-(2-^ h:^->7xr:;i/)-l-tf^7J?::^;W-2-:t4^y 
10 X5";i/7S> 2iamiS'£fflViT.^JII?!l3 6i:l^<itbT^{t;^i^^#fc. 
MS(APCI)(M+1) : 423. 

%Wi 18 0 

N- [2- [4- (4-i^ P P 7 xnjW -1-k!^ U -l-'^^VX.^M -2, 3. 4, 5- 

T-h7t HP-lH-2-^>X7-iftf>-8-*;PJl?^1t5 H hU7;i/:tP|^m 

15 




2 2 2- [4- (4-iJ7 P P 7 X W -1- U v^X JW -2-:t=^^ V X 

MS(APCI)(M+1) : 426. 
20 18 1 

N-[2-[4-(2-^5";P7xXJl/)-l-t!'^U vx;W-2-:t^yx5";W-2, 3, 4. 5- 

X h 7 k HP-lH-2-^>X7^^tr>-8-:^7;^JH^■^^5 k h u 7;p:tPS^^ 
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16 



MS(APCI) (M+1) : 406. 

mmm i s 2 

N- [2- [4- P 7 X -l- tf ^7 >'-;i'] -2-:f ^ V Ji^-JV] - 

2, 3.4, 5-T- k HP-lH-2-^>XTif tf>-8-:^;i/>j?^lJ-$ H h U 7;i/ 



##f!|2 4-T?#fe 2-[4-(4-7;i/:tP7x:ii;0-l-H^^5^:n;U]-2-^^y 
MS(APCI) (M+1) : 411. 

mmm i s a 

N-[2-[4- (2-p^ h ^'>7 xn;i/)-i- t!^^v?x;w-2-:i-^y X5^;W- 

2, 3,4. 5-7^ t h*P-lH-2-^>XTif t!>-8-*;PjJ?+1^5 H h U 7;!^ 



^mm2 5T#fc2-[4-(2-^ h^v7xx;i/)-i-tf^^-:^x;W-2-:f^y 

MS(APCI) (M+1) : 423. 

mmm i s 4 
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4-[4-(4-^9";i/:7x:i;W-i-tf'^U P:z)V]-i-:t^V-i-(2, 3,4, 5-r h7k 




1 ) 1 6 l^ntc 4-:r^ry-4- [3-( h U yMu7-^f-)V) -2, 3, 4, 5- 
5 5^h^t:KP-lH-3-^>XTlftr>-7-f;W:/i$'>lt^fflViT, ^M0II12 

illITOiif^§fT5C:i:}c<t^9, 4-[4-(4-;<^;P7x:^;P)-l-kr^Ui^- 
;W -4-:f ^y-l- [3- ( h U y)V^U7t^)V)-l, 3, 4, 5-r b ^ k H D-IH-3- 

'H-NMR (CDCI3) 6: 1.55-2.01 (4H. m). 2.33 (3H, s), 2.57-2.91 (4H. m). 
10 2.97-3.27 (5H, m). 3.34 (2H. t. J=6.4Hz), 3. 66-3.84 (4H, m), 4.05-4.19 
(IH, m), 4.67-4.83 (IH. m). 7.04-7.30 (5H. m), 7.80-7.91 (2H, m). 
m^: 132-134 r (^B^«ii: PX.^}VJL-J-)V) 

2) ±tBl) T#fe4-[4-(4-p^5^;W7x-;i/)-J-t!^Ui^-;i/]-4-:t4^ 
y-l-[3-( h U 7;V:tP7-tl5^;W-2, 3, 4, 5-T h'^ t Ho-lH-3-^>X7-lf 

'H-NMR (CDClj) 5: 1.47-2.00 (5H, m). 2.33 (3H. s), 2. 55-3.04 (12H, m), 
3.06-3.26 (IH, m), 3.35 (2H. t, 1=6. 8Hz), 4.04-4.20 (IH, m), 4.68-4.85 
(IH, m), 7.05-7.24 (5H, m), 7.74-7.84 (2H, m). 
20 S!.^: 115-116 r (m^{m^: >^X5^;UX-t-;W 
'^mm 18 5 

4- [4- (3-^5^;i'7 xn;i/)-i-tf^'j $^x;i/]-4-:r^y-i- (2, 3, 4, 5-7" h 7 k 

H n-iH-s-'^^XT-fef k>-7'-r Ji/)-!-:/^' y > 
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1) ^^mi 6T#fc4-:t^y-4-[3-(hU7;i/:tnT-fe9';i/)-2,3.4.5- 



;U]-4-^:^y-l-[3-( h U 7;U:*-D7-fe5";W-2. 3. 4. 5-x h 7 k KD-lH-3- 

'H-NMR (CDCI3) 5: 1.55-2.01 (4H, m), 2.35 (3H, s), 2. 56-2.93 (4H, i), 
2.98-3.27 (5H, m), 3.34 (2H. t, J=6.4Hz), 3. 67-3. 84 (4H, m). 4.05-4.20 
(IH. m). 4.68-4.83 (IH, m). 6.96-7.10 (3H, m), 7.14-7.31 (2H, m), 
7.80-7.92 (2H, m). 

2) ±mi) 4-[4-(3-p^5^;i/7x:i;W-l-tf^U ^J=:.}V]-4-:t^ 

y-l-[3-( h U 7}V:tU7'\L'^)V) -2. 3, 4, 5-r h 9 1 H P-lH-3-^>X7if 

tr>-7-<;w-i-:/:$'y>^fflViT, mmmistmmomi^mv^tiz^ 

15 'H-NMR (CDCI3) 6 : 1.45-2.00 (5H, m). 2.34 (3H, s). 2.56-3.03 (12H, 1), 
3.05-3.26 (IH, m), 3.35 (2H, t, J=6.6Hz), 4.05-4.20 (IH, m), 4.69-4.85 
(IH, m), 6.95-7.08 (3H. m), 7.14-7.23 (2H, m). 7.74-7.83 (2H. m). 
B*.^ : 91-93 -C (m^imm. >'X5";UX-7^JW 

mmm i s e 

20 4-[4-(2-pt5^;i/7x:::;W-l-tf^U ^^:=-)V\-i-^^V-\-i2. 3.4, 5-r h 9 k 
K □-lH-3-^>X7-t?lf>-7-r jW-l-l/iS'y > 



1) QH^ft^-^^V-i-iZAY U 7;i':f P7-fe5";W-2,3,4, 5- 

5^ h ^ k H P-lH-3-^ >X7-if tf >-7-f ;U] >^^ffl V^T, ^Mfll 1 2 
25 tnn(Dm^^noZ.t\Zi:K>. 4-[4-(2-^5";i/7xr:;i/)-l-k^U>^- 
;W-4-:t^y-l-[3-(h U 7;i/:tP 7-k5';U)-2, 3, 4. 5-x h ^ k H P-lH-3- 



T-h^k HP-lH-3-^>X7-tfk>-7-1';l/]>^;5^>^'^fflViT. IliS^Jl 2 




wo 01/87834 PCT/JPOl/04015 

207 

'H-NMR (CDCI3) 6: 1.47-1.95 (4H, m), 2.37 (3H, s), 2. 58-2.77 (IH. m). 
2.80-3.30 (8H. m). 3.35 (2H, t, 1=6. 6Hz), 3. 65-3. 85 (4H, m). 4.07-4.23 
(IH, m). 4.72-4.87 (IH. m), 7.10-7.32 (5H, in), 7.80-7.92 (2H, m). 

2) ±|B1) -ef#fc4-[4-(2-;<5^;i/7xn;0-l-H^Ui^x;i/]-4-:^-=^ 
V-l-[3-(hU7;U:ta7-k5^;i')-2.3.4. 5-7^ h^k Kn-lH-3-^>X7if 

10 'H-NMR (CDCI3) 5: 1. 50-1. 96 (5H, m), 2.37 (3H, s), 2. 57-2. 76 (IH, m), 
2.79-3. 28 (12H. m). 3.36 (2H. t. 1=6. 6Hz), 4.08-4.24 (IH, m). 4.72-4.87 
(IH. m), 7.05-7.23 (5H, m), 7.75-7.84 (2H, m). 

mM. : 93-95 1: : >?x5^;i.x-x;W 

USSf II 18 7 

15 4-[4-(4-7;l':tO 7xr:;i/)-l-tf^U i?x;i/]-4-:t^^y-l-(2, 3, 4. 5-r h y 

k H D-iH-3-^ yX7M t! >-7-'r - 1 -^^ J y 




1 ) 1 6 4-:t^y-4- [3- ( h u 7-fe5^;v) -2, 3. 4. 5- 

xh7t:FO-lH-3-^>X7-^lf>-7-1';W:/^>mSrfflViT, ^B*^ 1 2 
20 tlnl^cDjif^^fir^ei^tJ;^. 4-[4-(4-7;W:fa7xr:;i/)-i-tf'^U>^x 
;W-4-^4^ V-l-[3-( h U 7;P:f n7-b^;W-2, 3. 4. 5-x b ^ k H O-lH-3- 

'H-NMR (CDCI3) (5; 1.53-2.01 (4H, m), 2.57-2.90 (4H, m), 2.97-3.28 (5H, 
1), 3.34 (2H. t, J=6.6Hz). 3.65-3.84 (4H, n), 4.05-4.20 (IH. m). 4.68-4.84 
25 (IH, m), 6.95-7.07 (2H, m). 7.10-7.32 (3H. n), 7.80-7.90 (2H. m). 

gS^ : 105-108 X, iS^mm^ : i^X^^jl^X-x;!/) 
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2) ±131) T#7t4-[4-(4-7;i/:tP7a:-;W-l-tf^U>^n;H-4-:t 
4^y-l-[3-( h U y)V:tn7±^)V)-2, 3, 4, S-t" b^k Ho-m-3-^>X7 

5 'H-NMR (CDClj) 5 : : 1.47-2.00 (5H, m), 2.57-2.90 (4H. m), 2.98 (8H. bf), 
3.07-3.27 (IH, m), 3.35 (2H, t, J=6.8Hz). 4.06-4.21 (IH. m), 4.70-4.86 
(IH, m), 6.94-7.07 (2H, m), 7.10-7.24 (3H, m). 7.74-7.84 (2H, i). 
i!!;;^ : 127-128 "C m^imm : 5^X5';l/X— 

10 4-[:4-(4-p^ b^'>7x::i;i/)-l-tf^Uv^-;W-4-:t^y-l-(2.3,4,5-xh7 
k }«D-lH-3-^>X7"ift?>-7-i' jW-l-:/^^ > 




1) ##^^11 6T||?t4-^^y-4-[3-(hU7;i':t07-ir5^;p)-2,3,4,5- 
xh^t:Kn-lH-3-^>X7-ifH>-7-^;W>^^>^*^ViT. ^JI^Jl 2 

16 tmm(omrf^no^t\z^D. 4-[4-(2-^5";i/7xx;w-i-if^u>^- 

;W -4-:t^ y-1- [3- ( h U 7;W:f nr-t^M -2, 3. 4, 5-r h 7 k H n-lH-3- 

^>X7if tf >-7-'r ;w-i-:/i5' j >^m^^tvxn-ftc 

'H-NMR (CDCI3) 6: 1.50-1.74 (2H. m), 1.80-1.97 (2H, m). 2. 59-2. 78 (2H, 
b). 2.85 (2H, t, J=6.6Hz), 3.00-3.09 (4H. m). 3.12-3.24 (IH. m), 3.34 
20 (2H, t. J=6.6Hz). 3.67-3.83 (7H. m), 4.07-4.16 (IH, m), 4.71-4.80 (IH. 
m), 6.86 (2H, d. J=8.6Hz), 7.13 (2H. d, J=8. 6Hz). 7.23-7.30 (IH. m). 
7.80-7.90 (2H, i). 

2) ±13 1 ) rmc 4-[4-(2-^5^;j/7xn;i/)-l-k?'^U '^:zM-A-t^ 
26 y-l-[3-( h U 7;P:t-n7-ir5^;W-2, 3, 4. 5-x h 7 1 K O-lH-3-'^ >X71f 
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'H-NMR (CDCI3) 6: 1.51-1.97 (5H, m), .2.58-2. 77 (2H, m). 2.83 (2H. t. 
J=6.7Hz). 2.97 (8H, br), 3.10-3.23 (IH. m), 3.35 (2H. t, J=6.7Hz), 3.80 
(3H, s). 4.07-4.18 (IH, m). 4.73-4.83 (IH, m). 6.86 (2H, d, J=8.7Hz). 
5 7.13 (2H, d, J=8.7Hz), 7.19 (IH. d, J=8.3Hz), 7.76-7.83 (2H, m). 
: 99-100 (.m^mm : >?X5^;PX-x;W 

mmm i s 9 

4_[4_(4-/7 D D 7 xXjW-lre^U vX;H-l-(Z-p^5^jl/-l, 2, 3,4-x h 7 1 



mmm i s-vmc 4-[4-(4-^nn7xr.;i/) tf^u >?>-i-'r;w-4-:t4^y 

-1 - (1 , 2, 3. 4-T- h ^ k K a ^ y ^ y U >-7-'f ;0 :/i57 >-l-:t >^m ViT. ^ 

'H-NMR (CDCI3) <5: 1.62 (2H, nO. 1.89 (2H. m)." 2.48 (3H. s). 2.67-2.70 
15 (4H, m). 2.82 (2H. t, J = 6.4 Hz). 2.97 (2H. t. J = 5.4 Hz). 3.23 (IH. 
m), 3.34 (2H, t, J = 6.6 Hz), 3.62 (2H, s), 4.13 (IH, d, J = 15.6 Hz), 
4.76 (IH, d. J = 12 Hz), 7.11-7.31 (5H, m). 7.71-7.81 (2H, m). 
: 139-140 -C m^imm : y -JV-i^^ V If ;i/X-x;i') 
19 0 

20 4- [4- (4-^ P p :7 xx;W -1- tr^U >^x;W-i- (2-x5^;i'-i. 2, 3. 4-r h 7 1 
h* p-7-f v^J u x;w - 4 - :t4^y-i-:/^ J > 



1 3 T^ifc 4- [4- (4-^:7 p p 7 xx;i/) If ^ u >-i-^ ;W -4-^4^y 

-1-0, 2, 3, 4-r h ^ k HP-f y^y U y-l-OV) :/jS'>-l-^><l:ffiViT, * 



10 
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'H-NMR (CDCI3) 6 : 1.21 (3H, t, J = 7.2 Hz). 1.62 (2H, n). 1.89 (2H, m). 
2.57-2.79 (6H. m), 2.82 (2H; t, J = 6. 4 Hz), 2.97 (2H, t. J = 5.4 Hz), 
3.23 (IH. m). 3.34 (2H, t, J = 6.6 Hz), 3.62 (2H, s), 4.13 (IH, d. J = 
6 15.6 Hz), 4.76 (IH, d, J = 12 Hz), 7.11-7.31 (5H, m), 7.71-7.81 (2H, m). 

m^: 115-116 -c (^^mm: :L^y'-)u-Mvfnid)ix.-y')v) 

HH^J 19 1 

I- (2-^>i^ )]/-{, 2, 3, 4-x h ^ b KP-7->r y^y U -;U) -4- [4- (4-^7 U P 

7x::i;i/)-i-li^ij>^-;W - 4 - :f+v-i-:;^^y > 



10 




1 3 4-[4-(4-^ DP7x-;i/) tr^U i^>-\-^ )V\-\-:^^V 
-1-(1, 2, 3, 4-r h ^ k H P-T V^/ U y-l-i)V) "Zf^ >-l-:t >*fflViT. ^ 

'H-NMR (CDCI3) (5: 1.62 (2H. m), 1.89 (2H. m), 2.58-2. 80 (6H, m), 2.95 
15 (2H, t, J = 5.4 Hz), 3.23 (IH, m), 3.34 (2H, t, J = 6. 6 Hz), 3.67 (2H. 
s), 3.70 (2H, s), 4.13 (IH, d, J = 15.6 Hz), 4.76, (IH. d. I = 12 Hz), 
7.11-7.41 (iOH, m), 7. 62-7. 80 ' (2H, m). 

m^: 102-103 -c (m^\m%\ XiS^y-;u-:?<v:/Dtf;px'-x;W 

^m^\ 9 2 

20 4-C4-(4-:j7 pp7xn;W-i-t!>^U =J:z.M-\-{i-^ v^u tf;i/-i, 2, 3, 4-x 
h7hHp-7-ry=^y Ux;i/) - 4-:t+y-i-y'^y > 




1 3T#fc 4-[4-(4-;j7pp7xrL;p) y>-i-'r;W-4-:t4^y 
-1-0, 2, 3, 4-x h 7 k Kn-r y U w-f ;W ^^5' >-i-:t>$rfflViT, II 
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mmi 7 tmm(D^i^m^z.t]zxr). mmit^m^mm^thxntco 

'H-NMR (CDClj) 6: 1.15 (6H, d. J = 6.6 Hz), 1.62 (2H. m), 1.89 (2H, m), 
2. 59-2.95 (9H, m), 3.18 (IH. m), 3.34 (2H, t, J = 6.6 Hz), 3.77 (2H, s). 
4.13 OH, d. J = 15.6 Hz), 4.76 (IH, d, J = 12 Hz). 7.11-7.31 (5H. m), 
5 7.73-7.80 (2H, m). 

Bl!;^: 113-115 t: (.m^mm: /-)\r-i;^V'fU}f)VX.-f-)V) 

mmm 193 

4- [4- (4-^ o P 7 X n;p) tf ^ U >-\-i M-l- (3-i^ ^u^^ ^ =^)V- 
2, 3, 4, 5-r h ^ h l«D-lH-3-^>X7if t!>-7-r;W-4-:t+y 
10 > 




mmm 1 5 -^%tz 4-[4-(4-^ PD7x-;w-i-tr^u v?-;w-4-:t+v- 

1- (2. 3, 4, 5-x h ^ k K P-lH-3-^>XT-tf tf >-7-l' / ^^ffi 
15 T#fc. 

'H-NMR (CDCip 6: 0.90 (2H. m), 1.24 (4H, m), 1.47-1.94 (lOH. m), 2.23 
(2H. d, J = 6.9 Hz). 2.58-2.80 (5H. m). 2.94 (2H. t, J = 6.4 Hz). 2.96 
(4H. m), 3.23 (IH. m). 3.35 (2H, t, J = 6. 6 Hz). 4.13 (IH. m). 4.76 (IH. 
m). 7.35-7.11 (5H. m). 7.79 (2H. m). 
20 m^.: 140-141 "C {M^im%- X^ J-)V-MV'fu\f.)VX'-'r)V) 
19 4 

4- [4-(4-i' □ P 7 x-;i/)-l-t!'^ U >^-;W-4-:r=^^y-l-[3- (x h ^ k H P- 

2- 7 7n;P;*5";W-2. 3, 4. 5 X h 7 k H P-lH-3-^>X7if tr>-7-'f ;W-1- 
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15 



1 5 ante i-U-a-^; p o7xr:;i/)-i-t!^u v^-Jl']-4-:f ^y- 

l-(2, 3, 4, 5-x h ^ k Ho-lH-3-^>XTif bf ^-Tr-f ><&ffiVi 

xmco 

MS (ESI) (M+H): 509. 

S!.^ : 1 23-125 "C (B^imM. : J ~)]/-M V P^P \L)\^:x.-v-)V) 

^mm 19 5 

4- [4- (4-^ P P 7 X -1- tf U (S-v'i^ U^^-yh-l, 3, 4, 5 

X h ^ t ^u-\Yfl-^yX7^\iy-'l-^)V)-k-:^^V-\-'^9 J > 



1 5 4-[4-(4-^ P P 7xn;i/)-l-k°^U v-;i/]-4-:t^y- 

1- (2. 3, 4. 5-x h ^ t H P-lH-3-^>X7-if t! >-7-r ;W -1-:/^ / 

MS (ESI) (M+H): 507. 

S!!;s^: 128-130 (M^^b^lS : :Ldf J-}V-MV':fU\f.)VX.-'r)V) 

^mm 19 6. 

4- [4- (4-i> P P 7 x-;i/) -1-tf^ U v'-JH -1- (S-v'^ UKy^)V-l, 3. 4. 5 
■r h ^k HP-lH-3-^>X7-if tr>-7-<;i/)-4-:t^y-l-7':$'y > 





wo 01/87834 PCT/JPOl/04015 

213 

l 5T#:^4-[4-(4-^PP7x-;W-l-tf^Ui?-;W-4-:t=^y- 

l-(2, 3.4, 5-xh^fcHn-lH-3-^>X7-lft!>-7-r;W-l-'>^i5'y>&^Vi 

6 'H-NMR (CDCI3) 6 : 1.55-1.69 (5H, m), 1.83 (3H, m), 2.59-3.03 (17H, m), 
3.17 (IH, m). 3.35 (2H. t. J .= 6.6 Hz), 4.13 (IH, m), 4.76 (IH, m), 
7.35-7.11 (5H, m), 7.79 (2H. m). 

a^.: 160-162 *C X.^ y-)V~'J-('J-fu}:^)VJL-^)V). 

mmm 1 9 7 

10 4-[4-(4-:57 an 7x-;0-l-tf^U>^-;W-l-(3-'fyy9";W2, 3,4,5 xh 

7 k Hn-iH-3-^>X7if tf>-7-'r;0-4-t^y-i-:/^y > 




HJS^ll 1 5 Tflfe 4-[4-(4-^^ n □ 7xn;i/)-l-kr^'J >^n;w-4-:t=^^y- 
l-(2, 3, 4, 5-x h ^ t F □-lH-3-^>X7if tf >-7-'f ;P)-1-:^^ 7 

'H-NMR (CDCI,) 5: 0.93 (6H, d, J = 6.2 Hz), 1.62 (4H, n). 1.89 (3H, m), 
2.21 (2H, d. J = 7.4 Hz), 2. 60-2.74 (6H, m), 2.79 (2H, t, J = 6.4 Hz), 
2.95 (4H, m), 3.23 (IH, m), 3.35 (2H, t, J = 6.6 Hz), 4.13 (IH. m). 4.76 
20 (IH, m). 7.35-7.11 (5H, m), 7.79 (2H, m). 

Mj^. : 1 37-1 38 "c im^imm x^j^ y y If ;px— r;i/) 

mi««ll9 8 

4-[4-(4-^5^;i/7xXJ|/)-l-tr^U v?x;W-l-(3-^^;i/-2. 3, 4. 5 x h 7 1: 

H a-iH-3-'^>X7-€t?>-7-'f ;w-4-:t^y-i-':/^ y > 
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Me 



Me-N 



mmmi S 4T#fe4-[4-(4-pt^;i/7xr:;W-i-br^ij>?-;W-4-:t^y 
-l-(2. 3, 4, 5-x h ^ k HD-lH-3-^>X7-if tf >-7-f J 

'H-NMR (CDCI3) (5: 1.66 (2H. m), 1.89 (2H, in), 2.33 (3H, s), 2.38 (3H, 
s), 2.65 (6H, in), 2.82 (2H. t, J = 6.4 Hz), 2.95 (4H, m). 3.23 (IH, m), 
3.35 (2H, t, J = 6.6 Hz), 4.13 (IH. m), 4.76 (IH, m), 7.35-7.11 (5H, m), 
7.79 (2H, m). 

10 mM.: 111-112 -C (i^^-fb^ii: X:J^y-;|/->J-f v>^Pk!;Vx-7-;W 

mmmi 9 9 

.i-(3--r y tr;i'-2, 3, 4, 5-7^ t Hn-iH-3-^>XT-trtr>-7-r;i/)- 
4-[4-(4-;^5^;i/7xx;i/)-i-t!^U v-;i/]-4-:t^y-i-:/;$'>' y mm. 



15 18 4 4-[4-(4-;jt5";|/7xn;P)-l-tf^U 

-l-(2. 3, 4. 5-x t: Hn-lH-S-^VXTif hf >-7-'r;W-l-::^:$'y 

'H-NMR (CDCI3) (5: 1.26 (7H, 1), 1.56 (IH, m), 1.78 (2H, m), 2.26 (3H, 
20 s), 2.50 (IH, b), 2.73 (2H, in), 2.94-3. 64 (7H, m), 4.05 (IH, m), 4.46 
(IH, m). 7.12 (4H, s), 7.40 (IH. d, J = 8.4 Hz), 7.83 (2H, jn). 
. gj!;^: 180 13 (decomp. ) (i^ft^b^ii : XiS' y -;V-v?'r y ::^D tr>x-x 
M 

^mm2 0 0 




Me 
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10 



4-[4-(4-^5^;l/7 xZljP) tr^U v?>-l-r ;H-4-:t^ry-l-(l. 2. 3. 4-r h ^ 

t: H o -f y 4^ yj >-7-r ;w i/iJ? >-i > 

Me 

if 




1 5 4-:t^ V-4- [2-( h U 7;i/:t- U7t=^)V) -\, 2. 3. 4— r h 

'H-NMR (CDCI3) 6: 1.63 (2H, m), 1.95 (3H,.m), 2.33 (3H, s), 2.59-2.72 
(3H, m). 2.82 (4H, m), 2.97 (2H. t. J = 5.4 Hz). 3.17 (2H, t, J = 6.2 
Hz). 3.34 (2H. t. J = 6.6 Hz). 4.08 (2H. s), 4.13 (IH, d. J = 15.6 Hz). 
4.76 (IH, d, J = 12 Hz). 7.11-7.20 (5H. m). 7.71-7.81 (2H, m). 

m^'. 119-120 -c (m^m%' j-)v-MV':fu\i)v:L-^)V) 

4- [4- (4-^5^;p:7 x-;i/)-i-tr^u i?-;W-i-(2-p^^;i/-i. 2, 3, 4-x h 7 k 
HD-7-r v^y u-;i/) - 4 - -^^v-x-^^j > 

.Me 




16 

^mm2 0 0*t?#fc4-[4-(4-pi5';i/7x-;Wlf^Uv'>-W;W-4-:t* 

y-i-(i.2.3.4-x h7 1 Ko-r v^^y' u >-7-'r;w::^^'>-i-^>?£fflv^T> 

20 'H-NMR (CDCI3) 5: 1.62 (2H, m). 1.89 (2H. m), 2.34 (3H, s), 2.48 (3H, 
s). 2. 60-2.73 (4H, m), 2.82 (2H, t. J = 6.4 Hz),- 2.97 (2H, t, J = 5.4 
Hz). 3.23 (IH, m), 3.34 (2H, t. J = 6.6 Hz). 3.62 (2H, s), 4.13 (IH, d, 
J = 15.6 Hz). 4.76 (IH, d. J = 12 Hz). 7.11-7.31 (5H, m), 7.71-7.81 (2H. 
id). 
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M: 97-99 t: (B^simm: J ~)V-J-( V':ru}f.)VX,-^)V) 
2 0 2 

i-(2-'r V tr;i/-i, 2, 3, 4-t- h ^ t f p-t-t y^y u -;w-4-[4-(4-y 



^im2 0 o-e#fc 4-[4-(4-pt^;P7xn;i/)hr>^u>'>-i-r;W-4-;r^ 
v-i-(i, 2. 3. 4-x h ^ h KD^ y:^^y u >-7-r;i/) ':f^>-\-t>^m^^x. 

rco 

10 'H-NMR (CDCI3) 6: 1.15 (6H, d, J = 6. 6 Hz), 1.62 (2H. m), 1.89 (2H, m). 
2,64 (3H, s), 2. 65-2.95 (9H. m), 3.18 (IH. m), 3.34 (2H, t, J = 6.6 Hz), 
3.77 (2H. s), 4.13 (IH, d. J = 15. 6 Hz), 4.76 (IH, d, J =12 Hz). 7.11-7.31 
(5H, m), 7.73-7.80 (2H, m). 

mjk: n-so x: (BMiimm : x^y-;i/->'-rv:/Dtf;i/x-x;i/) 
15 mt^m2 0 3 

l-(2-^>>?;i/-l, 2, 3, 4-r fc HP-7-r V U x;|/)-4-[4-(4-p<5^;l/ 
. 7x-»-i-tf^u >?x;n - 4 - :^-^y-i->^i57y > 



IIJI*«I2 0 OXmc 4-[4-(4-^5";i'7xx;i/) tr^ij i^>-i-r;w-4-:t=»^ 
20 y-r-(i, 2. 3, 4-x h ^ b H p-f y^y u >-7-^;i/) y^j^ >-i-:t>*ffl v^t, 

'H-NMR (CDCg 6: 1.36 (IH, m), 1.56 (IH. m), 1.78 (2H. m), 2.26 (3H, 
s). 2.50 (IH, m), 2.73 (2H, i), 3.08-3.43 (8H, m). 3.67 (IH, m), 4.05 



5 
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OH. m), 4.46 (4H, n), 7.12 (4H. s), 7.41 (IH. d, J = 8.4 Hz). 7.53 (3H. 
m). 7.67 (2H, m), 7.86 (2H. m). 

ilili;^: 72 t: (decomp) m^mm: Ji^ J-)V-MV^U\f.)V:r.'-v-)V) 

5 5-[4-(4-^P07x-;W-l-lf^U':^-;W-5-:^-^y-l-[3-(hU7;i/:tP 
7±^M -2. 3. 4. 5-T h ^ k H P-lH-3-'^>X7i?br>-7-'f ;W-1-^ yi^ 



2,3,4.5-xh^tl«P-IH-3-'^>XTifbf>*fflViT, 5*5J:tJ? 

10 %mm 1 2 i:ra«©w^jii;^^fT5 ;i<i:tc<ko> ^m'c^m^mm-msst 

'HNMR (CDCl,) 5: 1.57 (2H. m). 1.89 (2H, jd), 2.10 (2H, m), 2.49 (2H. 
m), 2.58-2.76 (2H, b). 3.01-3.17 (7H. m), 3.75 (4H. m). 4.04 (IH, m). 
4.79 (IH. m). 7.11 (2H, m), 7.28 (3H, m). 7.82 (2H, m). 
16 ^Jfi««J2 0 5 

5- [4- (4-^ P P :7x -;W-l-t!'^U >^-;W-5-:t=^^V-l-(2, 3. 4, 5-r b ^ b 



:M«aj2 0 4T#fc5-[4-(4-^^PD7x::i;P)-l-t!^Ui^n;i/]-5-:t=^^y 



20 -l-[3-(b U y)V:tU7±^)V)-2,i,i, 5-x h^k HP-lH-3-^>XT-titf 

•HNMR (CDCl,) 5: 1.57 (2H. m). 1.87 (2H. m). 2.10 (2H, m). 2.48 (2H. 
m), 2.58-2.75 (2H, m). 2.96 (8H. m), 3.10 (3H. m), 4.04 (IH, m). 4.79 




HN 
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20 



(IH. m), 7.11 (2H, in), 7,18 (IH. m). 7.28 (2H, m), 7.73 (2H, m). 
FABMS(pos) 439 [M+H]*. 

Mj^: 1 1 2-1 1 3 (B^<mm : mm^i^Jl^i^^ V t>X— r;i/) 

mmm2 o 6 

tert-r/^^jl- 8-[3-[4-(4-i7DP7x:::;W-l-tf^U':^-;W:^D2it:^^$/]- 
1, 3.4, 5-r h7 k HD-2H-2-^>X71f t!>-2-*;i/j}5^'>V- h 



##^J2 7t?#fc tert->^5^;P 8-ti KP^i/-l,3,4. 5-x h^t HD-2H- 
2-^>X7iftr>-2-;i!j;i/2j?+'>^-h (l.OOg, S.SOjnmol) , 3->^Ot-l-:i7 
aU':faA> (0.451ml, 4.56inniol) t^m^V^A (2.62g, IQ-Ominol) © 

>>p^5^;i'*;i'AT5 H (lomi) ^ss<£ 80t:T 3 i^^gf^L:fc„ #^nsi§^ 

(Mmmm;mmx.^)V) iz^^o^mhtco n^ntcrnvtm. i5^ni-(i-i7 

DPy'xnJWtf^U v> (mmg, S.SOminol) > ^M^U'^A (2. 62g, 
ig.Ommol) , 3»><k;::J-hU'>A (569ing. 3.80]nmol) H 

(lomi) mm^sdwsmmts^Whrc. %^n^^\mmx9-)v^m^. 

> : MX5^;P=3 : 1) teJ;0«SbT. aS^b'&tl (l-25g) 

'HNMR (CDCI3) <5: 1.41 (9H, s), 1.72-1. 82 (6H, m). 1.96-2.05 (4H, m). 

2. 48-2. 58 (3H, m), 2.88 (2H, m), 3.03-3.09 (2H, m), 3.66 (2H, m), 4.01 

(2H. m), 4.32-4.39 (2H, m). 6. 66-6. 75 (2H, m), 7.01-7.05 (IH, m). 7.15 

(2H, d, J = 8.6 Hz), 7.26 (2H. d, I = 8.6 Hz). 

IIJS^J2 0 7 

8-[3-[4-(4-:J? D P7xx;l/)-l-tf^U >^x;W ':fU:^^->]-2, 3. 4. 5-r h 
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7 k H □-lH-2-'^>XT^f If > 




CI 




mrnrnzOG-vntc tert-Zf^JV 8-[3-[4-(4-:J7.PP7x-;W-l-tr^U 
5 =^^>'l/-h (l.lOg. 2.20iinnol) ©hU7;i'^P»@l (lOmI) mPel^ 

TM^, ltenfc^«*A^-iJ->{c:J:D^J^*tl.T, Mitl^tl (682ing) 

10 'HNMR (DMSO-de) 5: 1.57-2.03 (lOH, m), 2.43 (3H. m), 2.78 (2H, m). 3.00 

(4H. m), 3.72 (2H, m), 3.96 (2H. m), 6.55-6.70 (2H, m), 7.02 (IH, d. I 
= 8.0 Hz). 7.24-7.36 (4H, m). 

Sl!,^: 97-99 r (.mimm : V^fOiDVJL-TJV-^^Dry) 

15 8-[3-[4-(4-i^pP7x::i;i/)-l-tr^Uv:::;Wya#+>^]-2-^5^;W 
2,3,4.5-rh7kHP-lH-2-^>X7iftr> 



2 0 7 8- [3- [4- (4-^^ P P 7 x:n;W -1- bf ^ U i^=L)V] 
'HNMR (CDCI3. y^J-MM) d: 1.71-1.80 (6H, m), 1.96-2.07 (4H, m), 2.31 



s), 3.99 (2H, t, J = 6.3 Hz), 6.65-6.71 (2H, m), 7.01 (IH, d. .J = 7.2 
Hz), 7.15 (2H, d, J = 8.7 Hz), 7.26 (2H, d, J = 8.7 Hz). 




(3H, s), 2.45-2.57 (3H, m), 2.81 (2H; m), 2.98-3.09 (4H, m), 3.75 (2H, 
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mMm2 0 9 

2, 3, 4, 5-T- h ^ k H D-lH-2-^>X7'1f tf > mBM 



Ac. 




12 0 7T#fe8-[3-[4-(4-i^D07x:i;i/)-l-t!^U>^-;W 'fu 
7i^^>']-2, 3, 4, 5-T- h ^ k H D-lH-2-^^XT-tflf > <hil7jc|^m^ffl V>T, 

'HNMR (DMSO-dP (5: 1.84 (2H, m), 2.01 (2H, m), 2.32 (3H, s), 2.47-2.62 
(4H. m), 2.75-2.95 (5H, m). 3.24 (2H, m), 3.70-3.82 (4H, m), 4.09 (2H, 
m), 4.57 (2H, m). 6.72-6.90 (2H. m), 7.09 (IH, m). 7.21-7.30 (4H, m). 

.^»J2 10 ■ 

4- [4- (4-^^ D D 7 X - -1 - bf ^ u -;w -1- (3-r V ^ n tr;W2, 3, 4, 5-T- 
b^k Kn-lH-3-^>XT-iftf>-7-^;W-l-.>^:S'/> 2*^^11 




2HC1 



13 4i:mc 4-[4-(4-:j7 PP7x::i;W-l-tr^U v^^;W-i- 
(2. 3. 4. 5-x h 7 1: K P-lH-3-^>XTif tf >-7-i';i/)-l-:/r5' / >^fflViT, 

*H-NMR (CDClj) 6 : 1.02 (6H, d, J = 6. 6Hz), 1. 62-1. 74 (6H, m), 1.93-2.05 
(4H, m). 2.44 (2H, t like), 2.63-2. 67 (2H, m), 2.89-3.05 (lOH, m), 
7.09-7.27 (5H, m), 7.72-7.75 (2H; n). 

: 236 X: (decomp) (^^^b@i« : mm:L'^)V-^^1ir» 

mmm2 i i 
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1- (3-^>i^;i'-2. 3. 4. 5-T- h 7 k h* P-lH-3-^ >XT-tf ^'-T-'f ;W-4- [4- 
(4-^ P D 7 x::i;i/) ^'J -^:=.M-\-^^ J > 




HJS^J 3 4T#fe 4-[4-(4-^an7x-;W-i-lf^U 

5 (2, 3, 4,5-5^ h 7k h*a-lH-3-^>X7-iftr>-7-f;0-l-:/i5'/>*fflViT, 

Ir-NMR (CDClj) <5 : 1.60-1.79 (6H. m), 1.96-2.08 (4H, m), 2.43 (2H, t 
like). 2.61-2.65 (2H, jn), 2.94-3.04 (9H. m), 3.63 (2H. s). 7.09-7.36 (lOH, 
10 m), 7.71-7.75 (2H, m). 

: 99-100 t: : SIIIX5^;l/-^=^1^-» 

llifi«^2 1 2 

4- [4- (4-/7 p p 7 X W - 1 - If ^ U ^y::.M - 1 - (3-1' V n tf ;i/-2, 3. 4, 5-x 

h 7 k H D-iH-3-^>X7if tf >-7-i';w-4-:t=^^y-i->'':S' 




USS^aj 3 0 4- [4- (4-:J' D □ 7 x::i;i/)-l- k^ U >^-;W -1- (3-^ 7 
:/p k;P-2, 3, 4, 5-T h 7 k H P-lH-3-^>X7-tf k>-7-r ;w-4-:t=^ry- 
l_;/^y> (0.50 g, 1.07 mmol) ©P^^y— ;l/ (20 mL) ii^?|g»C> zK^-fb 
irN'^^:M-U':?A(81 Dig. 2.14 mmol) $»bT, fflT 30 ^J-PsmJ^ L.;to 

Ifl-NMR (CDCI3) 5 : 1.02 (6H, d, J = 6.6Hz), 1.54-1.63 (2H, m), 1.85-1.91 
(2H, brm). 2.05-2.17 (2H, m), 2.54 (2H. f like), 2. 66-2. 78 (6H. m). 
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2.89-2.93 (5H, m), 3.12 (IH, m), 3.95 (IH, br d). 4.72-4.85 (2H, m), 
7.04-7.14 (5H, i), 7.30-7.31 (2H, m). 

7-[(B)-4-[4-(4-:J7 o n7x::i;W-l-fcr^U i?::::;W-4-:t=^^y-l-:/x:i;i/]- 
5 3-f V fcf J1/-2, 3, 4. 5-T- h 9 1 H D-lH-S-'^^XTif t!> 



||M0il2 1 2T#rc4-[4-(4-iJ7DD7x:n;V)-l-tf^U>'-;W-l-(3-r 
y y D fcf;V-2, 3. 4, 5-x h ^ t H n-lH-3-'^>X7if t!>-7-r ;l/)-4-:t+y 
-l-l/iJ'y-;!' (0.14g, 0.30 mol)^^X^p-h)VX.>7.)V:^>M -TKfPlI? 
10 (0.03g, 0. lemmol )© h;l/X> (10 mD^^jg* 24l^faiJlPiljiSKL/;fco BLim 

0. 09 g ^mmmm^t Lxmc. n^nrcnM^mm:r.^Mzm 

■ mV. ^?&T(C4 N:^it-fi^mx5^;PTMbT, mUit^^ 0.04 g^ilfe 
15 *^4^«»*a:tT#fc. 

(CDClj) 5 : 1.02 (6H, d, J = 6.6Hz), 1.50-1.71 (2H, m), 1.86-1.92 
(2H. m), 2.57-2.72 (6H, a), 2.87-3.00 (5H, m), 2.64 (IH. m), 3.34 (2H, 
d, J = 6.2Hz), 4.01-4.07 (IH, br d like), 4.78-4.85 (IH, br d like), 
6. 26-6.37 (IH, m), 6.46 (IH, d, J = 16.2Hz), 7.05-7.29 (7H, n). 

20 ^mm2 1 4 

l-(3-7-k5^;i/-2, 3. 4, 5-x h ^ t H P-lH-a-^^XTif HW-f ;W-4-[4- 

ii-i^ aay x-;i/)-i- tf^ u i^x;i/] -i-t'^ / 



^Jg^S 31?#?t l-(3-7-fe5";W2,3,4,5-xh7V: HP-lH-3-^>Xy-fe* 
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fcf >-7-'f ;w -4- [4- (4-^ D D 7 X -1- tr^ u >^-;W -1-:/:$' y >^ffl 

'H-NMR (CDCIP 6 : 1.50-2.27 (14H, m), 2.42-2.60 (3H. m), 2.85-2.97 (4H. 
5 m). 3.01-3.10 (IH, m), 3.23-3.32 (IH, n), 3.47-3.82 (4H, m), 4.64 (IH, 
brd, J.= 5.4Hz), 7.05-7.30 (7H, m). 
a^: 113-114 t: mM><mm: S^X5^;i/X— 

3-7-fe^;i/-7-[(E)-4-[4-(4-i> DP7x::i;i/)-l-tf^'J 5?x;W-l-:/'r- 
10 . JW-2,3,4,5-xh^t:HP-lH-3-^>X7-tftf> 



2 1 4T#fe l-(3-7il5';i'-2, 3, 4, 5-x h 7 k h*D-lH-3-^>X7 

if tf >-7-r ;i/)-4-[4- (i-^fuuy x:::;!/) -1- 1:^ U -l-:/iS' 7 

15 t»*<hbT#:fc. 

•H-NMR (CDCl,) 6: 1.57-1.90 (4H, m), 2.04-2.17 (2H, m), 2.19 (3H, s). 
2.39-2.58 (5H, m), 2.84-2.95 (4H. nO. 3.05-3.15 (2H, nO, 3.52-3.61 (2H, 
m), 3. 68-3.77 (2H. m), 6.13-6.27 (IH, m), 6.39 (IH, d. J = 15.7Hz), 
7.03-7.20 (5H. n), 7.23-7.30 (2H, m). 

20 Mj^.: 153-155 t: mmtBU: =JJLJ-)V:sL-fM 

N- [2- (4-^ P P 7 X y =^ z/) X.^)V\ -^-^^ y-4- [3- ( h U 7 P 7-fe5" 
;W-2, 3, 4. 5-x b 7 1 H P-lH-3-^>X7-if tf >7 5 H 



25 1 6-e»:fe 4-:t=^rV-4-[3-(h U 7;U:^-P7-fe:5^;P)-2. 3,4. 5-r N 





CI 
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'H-NMR (CDCIj) 6 : 2.65 (2H, I, J = 6. 6 . Hz), 3.02 (4H, m), 3.32 (2H, t. 
5 J = 6.6 Hz). 3.62-3.69 (4H. m), 3.78 (2H, m), 3.97 (2H. t. I = 5.4 Hz), 
6.24 (IH, m), 6.81 (2H, m)', 7.22-7.28 (3H, n), 7.78 (2H, m). 

mmm2 i 7 

N- [2- (4-i^ □ □ 7 X y ^ v) X5^;H -4-:^-^ y-4- (2, 3, 4, 5-r h ^ k H n- 
lH-3-^>'X7-l?tf>'-7-r;i')yt$'>T5 H Jii^m 




IIJIS««1 2 1 6 N- [2- (A-i7 P n 7 x / ^ 5^) X^;W -4-:^=^^ V-4- [3- 
( h U 7;i':tD7-fe5^;i/)-2, 3, 4, 5-r h 7 k H a-lH-3-^>X7if tf >-7-i' 

'H-NMR (CDCI3, yO-^&). d: 2.02 (IH, m). 2.65 (2H, t, J = 6.6 Hz). 
2.99 (8H, 1), 3.33 (2H. t, J = 6. 6 Hz). 3.66 (2H. m), 3.97 (2H, t. J = 
5.4 Hz), 6.31 (IH. m), 6.81 (2H, m), 7.16-7.27 (3H, m), 7.70 (2H, m). 

mmm2 i s 

N- [3- (i-^nu 7 xn;i/) y d tf ;W [3- ( h U y)V^ 

P7-fe5^;0-2, 3, 4. 5-T- h 7 h Hu-lH-3-^>X7if t!>-7-r;W l/iS' >7 

an 




3-(4-^Pn7xx;P)7*Pt!;W7$> (1.69g. 9.96mBol)t37!i;3jN;i/A7 
JP'T t HtK^^K (0.811 ml. 10.0 mraoDS^^ (10inl)4», 100*01? 7 I^FfljD 
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2.3,4, 5-T-h^tHn-lH-3-^>X7iftr>-8-^;Hyi5'>^ (3.4 
g, 9.96 MoDt hUX5^;i'75> (1.39 ml, 9.96 mol)^zy)^^)V'^)\^2>> 

(1.51 ml. 9.96 mmoD&mfc, nf>Mm^m^ I mmm^vTc^. 

Il^x^;i/Tift mbfe, NaCl 7K^?8cTi5fei^L, ^tKBSESS 

OTh^^7^- (MPI^^ ; : '\:^^1}->=1 : 1) Tift^U M 

'H-NMR (CDCI3) 5: 1.86 (2H. 1), 2.57-2.80 (4H, 1), 3.05 (7H, m). 
3.30-3.36 (4H, m), 3.77-3.79 (4H. m). 7.10-7.33 (5H. m). 7.76 (2H, 1). 

mmm2 i 9 

N-[3- (4-^ D P 7 xx;i') If ;H-N-^5";i/-4-:f ^V-4-(2, 3, 4, 5-r h 7 

15 }i\in-m-z-^>X7-ii\d>-7-'i)V)y*^>.7^\^ mm 



mmm 2 is imrc n- [3- (4-^ 007 xx;u) mm -n-^5";p-4-^^ 

V-4-[3-( h U y MuT't^^}]/)-!, 3.4. 5-7" t Ho-lH-3-^>XT-if 

'H-NMR (CDCI3. 7 U -ilS) (5 : 1. 76-2. 05 (3H, 1) , 2. 51-2. 68 (6H. m) . 3. 00 
(7H. m). 3.24-3.41 (4H. m). 3.90 (2H. m). 7. 07-7. 30 (5H. m), 7.76 (2H, 
1). ' 

25 (E)-3-(>'p^5^;i'75y)-l-[l-[[6-(4-^5^;l'7xn;i/)-3-trU>?x;W;?7;i/ 
fc;W-1.2. 3. 4--^ h^k Ho-6-=^^y Ux;l/]-2-:/P^>-l-:*-> 




CI 
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Me 



1 ) 6-7±^)V-l, 2, 3, 4-T- h 7 b HD^y ij 6-{4-^5^;j/7x 

:=-=i^>m^m^>x. m^m 5 1 nmo>m^^no j: 1 1 .t o > i- [i- [[e- (4- 

^5";i/7 xr:;W-3-t! U •^)Vi!^:z.)V\-\, 2, 3. 4-x h ^ h H P-6-+y 

'H-NMR (DMSO-d,) 5: 2.00 (2H, m), 2.36 (3H, s), 2.49 (3H,*s). 2.93.(2H, 
dd, J=6.3and 6.6Hz), 3.83 (2H, dd, J=6. 1 and 6.3Hz), 7.00 (IH, d, J=9.3Hz), 
7.30 (2H, d, J=8.1Hz). 7.52 (IH. dd, J=l. 5 and 8. 3Hz), 7.83 (2H, m), 7.95 
(IH, d, J=8.3Hz), 8.01 (2H, d, J=8. IHz), 8.59 (IH, m). 

10 2) ±iBi)^#;fei-[i-C[6-(4-p^5";W7x::i;i/)-3-tfUi^::i;W;!t7;i/x)^ 
r:;W-l.2,3,4-rh7fc:Kn-6-=^yU-;Wx^y>SfflViT> 

'H-NMR (DMSO-d,) (S: 2.00 (2H. tt. J=6.3. 6.3Hz), 2.35 (3H. s), 2.87 (3H, 
br s), 2.91 (2H, t, J=6.3Hz), 3.11 (3H, br s). 3.83 (2H. t, 1=6. 3Hz), 
15 5.78 (IH, d, J=12.5Hz), 6.86 (IH. d, J=8. IHz), 7.30 (2H, d, J=8.3Hz), 
7.66 (IH, d, J=12.5Hz), 7.80 (3H, m), 7.94 (IH, d, J=8.3Hz). 8.00 (2H. 
d. J=8. IHz), 8.57 (IH. i). 

(E)-N,N->?^5^;M-[l-[[6-(4-pt5^;i^7xx;W-3-t!U v^n;!.] fDVi^- 

20 ;W-i,2.3,4-rh^t:Ho-6-^yU-;W-2-:/n^>-i-T5> vmM. 



Me' 
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mmm2 2 0-e#;^c(E)-3-(v^^5^;i/T5 7)-l-Cl-C[6-(4-^9';i'7x:i 
D^>-l-:t>SfflViT> ^M4:fej;t;^M««J5 il^m^^f^SM^^tf 5 ;i 



5 'H-NMR CDMSO-dg) 6: 1.98 (2H. n). 2.36 (3H, s), 2.70 (3H. s), 2.71 (3H, 
s). 2.86 (2H, t, J=6.3Hz). 3.00 (2H, m), 3.79 (2H, t, J= 6.3Hz). 5.66 
(IH. m). 6.98 (2H. s), 7.24 (IH, s), 7.31 (2H, d, J=8.1Hz). 7.86 (IH. 
i). 7.96 (IH, m). 8.00 (2H, d. J=8.1Hz), 8.57 (IH, m). 10.42 (IH, br s). 

10 l-[l-C(4-7 x:i;i/-l-tf^ U i^:=-)V):^)V:^:=-)V]-l. 2, 3, 4-r h ^ k H o-6- 
U n;W-3-(l-tfP U >5n;W-i-yo/V > 



##^2 8T#;fc l-[(4-7x-JWl-tf^U5^n;W:«7>fc;W-l,2,3.4- 

'H-NMR (CDCI3) (5: 1.70 (2H, m), 1.79 (4H, 1), 1.84 (2H, m), 2.01 (2H, 
m), 2.56 (4H, m), 2.69 (IH, m), 2.84 (2H. t, J=6.6Hz), 2.89 (2H, dd, J=7.0 
and 8.0Hz), 2.91 (2H, m), 3.14 (2H. dd, J=7.0 and 8.0Hz), 3.64 (2H. t, 
J=5.8Hz). 4.05 (2H. m), 7.02 (IH. d, J=8.8Hz), 7.19-7.33 (5H, m). 7.73 
20 (2H, m). 

mMm22z 

i-[(4-7x::i;i'-i-tr^Ui^n;i/):^7;Pxi^r:;W-6-[(E)-3-(i-t?p U >^n;W- 
l-7^o^-;W-l,2.3,4-7^h^t:HP4^>''J> 




0 
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HCI 



12 2 2-c#;t i-[i-[(4-7x-;p-i-tf^>j>?:i;w);«j;i.3i?-;w- 

1, 2, 3. 4-x h ^ b KO-6-:^^y Un;V]-3-(l-tfO U i^n;0-l-ypAy 

'H-NMR (DMSO-dj) 6: 1.70 (2H. m), 1.83 (2H. m)', 1.97 (2H, m). 2.07 (2H, 

m). 2:23 (2H, m), 2.68 (IH, m), 2.79 (2H, m), 2.88 (4H, m). 3.64 (2H. 

m), 3.72 (2H. m). 3.78 (2H, i). 4.00.(2H, m), 6.32 (IH. m), 6.82 (IH, 
d, J=15.8Hz). 7.14-7.33 (8H. m). 12.54 (IH, br s). 

0 

mmi 

ii) mmmii^n^nrc^[:^i\^ somg 

(2) y^h-X 34mg 

(3) h^'Eun'ymm 10. 6mg 
5 (4) h^'eunzyMB (ODjK) 5mg 

(5) Xx7U>^V^^>'«:rA 0. 4mg 

(6) :fy)\^:^^iy:^^)V±)Vti-X:^)Vi/r^A 2 Omg 

W- 1 2 Omg 

sfe«vi±iB (1) ~ (6) ^m^v. mm^m^Tim-r^^t\z 
mm 2 

( 1 ) mmm s i^^i^i^ntzit^m some 

(2) 3 4mg 

(3) h^^EUZii^mB 10. 6mg 
> (4) h>>*nnv®|» (©0*^) 5mg 

(5) XT-7U>^T^^i>'>A 0. 4mg 
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• (6) :fy)V-^^'>;f^^)U±)VU-XiJ)l^z^^I^ 2 Omg 

H- 12 Omg 

nmzm^±m (d ~ (6) ^m^h, mm^m^xnmt^^t\z 

6 

cDNA (D^m 

m'^'m^n. sfe 3' 'mzumm spe i <mm'^^mwm¥iis\-^ti^ 

15 . J; 5 5' #j:fej;tj^'3' mM^^nmmmn(jymmm^mvA^f^. k 

;&IS0E^(t>cDNA^^5 u K'&f^DNA'/^'rv-=S-0.4 /iM,0.25inMdNTPs> 
pfu Uh9:5'>>->|t) DNAjHU^^— t?0.5 ix \ id^zmM\zHm<Dny 

f?y- (A-=^^>X;|/T-a) 94*0 • 60 94t:-60#, 

20 60"C-30t!>. 72'C-150#®U-'f^;i/&35IeI||OjiU«^t72'CTI0^r^ 

}?A cDNA SB4J-©*IM^J©jii!tc: cDNA BB3^JO?tlg 

25 ##^«J 1-1 Tfi^ PCR moSJ&ll^tt 0. 8 XO'SmMJ^U-T.f 

7xy-;i/-^DD3^:;UAaffi, xj$^y-jpa:i^*ff)5:oTDNA 

^lEliRbfCo PCR-Script™AinpSK(+)^P-->ir^-/ h O^Vy^V-y^ 
lsIi|XtfcDNA^7'7X5 H'^^:$'-pCR-Script Amp SKO'v 
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•^':T^U—-yif\yfco ^n^XvxUfc:7 nU (Escherichia coli ) XL-1 
Blue (Xh^iS'v^-V) \zMXhX^m.mkhtc^. cDNAJf AirM-^itOi^ 

r^^u-y<D^:^w.^htcr:>^m^^m\/^x^mu i^wmm. con 

5 XL-I Blue/7 !y hSLC-l .<H>«?©i?o->i£7>t!'>U >*'^trLB^ 

QIAprepS mini prep (=^Ty>tt) SfflViT:/^^^ K DNA 
Srg^KUfe. SISU:fcDNA©-gP&fflViT^jm^Sal Icfecfct^Spe UcJ; 

@B^!|CO^^©7^J?:)0M^&fiDyeDeoxy Terminator Cycle Sequence Kit 

SLC-l iS7>;t^K (SB^J#^: 3) 2:3- Hl-^ cDNAi23?!l (Lakaye. B. et al. 
Biochim. Biophys. Acta, Vol. 1401, pp. 216-220 (1998). accession No. 

AF08650) 0) 5' m\z Sal 1 mwmmmviL. 3' m\z spe I mmwMmiM 
15 htc^B.^f-mmt-m'^^t^mmhrz mm^n: 4) . . 

1-3 "yvV SLC-I CHO ifflflgO^M 
##^J 1 - 2 TSB^Jd^?||g^ nrz^vhm^%(D SLC-1 <D±^7S. j msB 

20 coli (P^D->j:0 Plasmid Midi Kit (^Td^^lh) ^&fflViT:/^X5 
^iSt. ^iJHa^^Sal I:feJ;tXSpe ITf^RffbT'f >1i— hgB^^^^DtBb 

M^fr;^ o TIeJJR Lfc. H ©-f h DNA ^ Sal Spe I 

25 bfcijMliaiTl^ffl^^^-:/^;^^ HpAKKO-lllH (Hinuma, S. et al. 
Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 (I994)i3i^0 pAKKOl. IIH 

-ry— >3 >*fT7iii> na^^^y^xs h pakko- slc-i ^^^^^u;^. 

pAKKO-SLC-l XWmm^tz'S.. coli DH5( h-a-3}^-)§Jg«^,Plasmid 
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Midi Kit i^7y>^) ^fflV^TpAKKO- SlC-1 <D:/^;^5 HDNA^PSbfc. 

cm^CellPhect TransfectionKit A^Til/^i/TA-T •t'r^^) 

5 mO) CHO Mxim.^^W^tc 10 cm l/^-V\zmi!^\^fCo 10%»>$^ll&iejfa?* 

-5 SLC-1 CH0«l?^§?^KfeilM®:3Pr:-56 i^D->Srii^bfc. 
1 - 4 i^^fi^ h SLC-1 Hrr/^-MSKmRNA^^^Mcoi^VvCHO/ 

10 SLC-1 m^®^^ 

1-3 -VmtL^fitc CHO/ SLC-1 56 ^ U->(D±^=7 V h SLC-1 
p-^^^-ggg jdRNA ©^SS^ Cytostar T Plate (7T->^r A7 7;i'*7>' 

CHO/ SLC-1 ^(D#i^D->* Cytostar T Plate (D# well Jr2.5 x 10*^1* 

15 0S@bT24 Wl§«bfc^. 10%7}N;i/-x''J>te:j;oT«&@^Lfeo ^ 
well to. 25% TritonX-100 &»LTm®Sj©tt^^frffe^. "S 
L;felBJiJ#^ : 5 © riboprobe SrJP^TA-Y:/'; ^-fX^iifc. 20 mg/ml © 
RNaseA well \ZlS\%.XW^<r> riboprobe Stmbb^:/U- h&J;<^#b 
/S:^> A-r:^U ^^X\yt^ riboprobe ©ftltSttS Topcounter TajSl/fc. 

20 fii[|*fiH4©iSVii»3&tinRNA!^:S*dtiSSVi,inRNA^S»©iSVi 3 i^D-^Ctfd^ 

##^J 1-5 b h SLC-1 cDNA §'^try^X5 K©^ii 

t:hll&j,eire^**,cDNA library (SUPERSCRIPT™ cDNA Library;GIBCOBRL 
Sr, Genetrapper cDNA positive selection system (GlBCOBRLtt)©'^—^^ 
25 ;i/tti^oT . ^y-v' Fl x>H5^I/7-ifS:fflViT. DNACniclc&An 

1 ifWCc WR.m^% cDNA library §W^b;^c. 

Kolakowski Jr. e> (Kolalcowski Jr., et al (1996) FEES Lett. Vol. 398. 
pp. 253-258) ©^^tCg-:P'ViTf^mL/7t@B?'J#-^ : 6©^fi£:tU rfp?i^ 
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(accession No. U71092 © 1434-1451 fc^ffiS) ©3' J^^fC biotin-H- 
dCTP 2: Terminal Deoxynucleotidyl Transferase ^fflViT#ilPL'> biotin-fb 

•otto 

5 1 *^t: hMliKS* cDNA 1 ibrary 4 m g & gS^CT 1 ^m^Vtz^. ^± 
'VM.H^U biotin'ft::tUrf>?t57l^:^5"K20 ag^m^. 3713^1 mti 
/N-f :/ U i5^-r if- i> 3 >;t 7 7 - T;\-f U i5^-r X bfco 7. h U 7> T If 
v>tf— X^JnA, MAGNA-SEP Magnetic Particle Separator (GIBCOBRLit) 
^fflViT, biotin^b:tUrf^:J7l/:t5=-HtA^7'Uy-1'XU;^l2^mthll^ 
10 im^^mk^mmV. KoUkowski Jr. (Kolakowski Jr., at al 

(1996) FEES Lett. Vol. 398, pp. 253-258) \zm':3^^X^mb^m^m^ i 
7©^J^:tUrf^^l/:t5^H (accession No. U71092 © 1011-1028 
50ng ^T'^^ V-fr LTT-3.7;i/fc^oTffiffl^&^^U, 2 ^Mt'^X 

15 1-6 #11 ty^c h h SLC-1 cDNA ^^t^Z^y 7. 5 F OitSE^J®^^ 

1 - 5Tt#e.nfcy^XS ELECTR0MAX™DH10B™Cells fcXV'i^ 
h P4?^-'>3 >ST»AL.T?^KteJfeUm cDNAjf A»rit&i#Oi^ P- 

D->(Da^SjSilbfe0S:^ftTt50ViT^i'SIU, colL 
20 DHlOB/hSLC-1 &#fc.<@>8r©i7D->^T>tf'>U>&^tPLB|g^T-?Jfe*S 
QIAprep8 mini prep (+7y>a) SfflV^Ty^XS KDNA^^ML 
fco M&M^\^^(DTz^(DRj^it. DyeDeoxyTerminatorCycleSequenceKit 

mrnvfco mmm^: siz^tmmtim^nrzo <i^\zm6tirc 
26 m.mmm-^=i-]i-r^T^ymm!^] (mmmn: 9) Lakayee*©^^ 

(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 
. tdcfeViT, b h SLC-1 ©SH^JS-^tfk h^-fe^DNAIB^J (accession 

number :Z86090) ^^t\zVXyy h SLC-1 ;5^e.W$nfcSB^J<hL.T*i^$ 

nTVi;^cfc: h SLC-1 T^ymmntumfsi-Dmr). m^mm(D-^^\z69R 



wo 01/87834 



233 



PCT/JPOl/04015 



64 7 a / m±m\z.miihn h >r$>^ atg mh ±X'^^t^ ^ t 

Escherichia coli DH10B/phSLClL8 ^ I FO^^Zf^N I BHlC^f^LfCo 

1-7 k M^iejJKft* cDNA Vifc PCR jSiC t h SLC-lcDNA ® 

5 mm 

i^->h^^y>''i*lCJ:t)i'0-:::>^$n/fckh SLC-1 DNASB^JSr-^t? 
10 A&kh SLC-ia)<h^^Lfco '&^gDNAy^-rv-JS§^#:lietC|ilR$n 

(Dmmr^mmi.mmm-^n^ji^'^iz. 5' fij^fecttKa' jufc-en-^'n^ii 

15 SLC-l DNAmn^^tS-fyy^S. H^M 5 /i 1. -^ffgDNA y^-f 0.4 
0.2 mM dNTPSs pfuDNA^Up^7-if 0. 5 fi I :^^Zmmzm<OAy 

^7^- (/1-^>x;i/-7-|fc) 94'G-6O#0iPit®^, 94*0 -60^, 

. 57"C ;60#, 72"C • l50#®1f-ri^;i'^£25lH|«IO3gU S^fc 72'C • 10 ^J- 
20 mihfz. *fc, thSLC-ia)iii|i©S*S?lS®mfifett. thSlC-lDNAE 
n^^Wy7.^Ymm fi U'&^DNAy5-rT-#0.4/zM,0.2inMdNTPs, 

pfuDNA IJ if 0. 5 /i I *5ci;tX^^lC#M<^>'N':y 7 7-1?. ^Ef^Mit 

50 1 iL;^:. mmo)rztb(DD--(!7)Ut-^-'7)V1)--(^y- (A-^>x;p 
T-ih) ^ffiVi, 94*0 • 60 #©Jnii©^> 94t:-60#, 60t:-60^. 72*C- 

26 3:i)'©i^--r^;i'?£25iHi^?)iiu m^\zi2x:'io^uuLrzo mmm<^<D 
A cDNA u^<D^&mn(ommiz^^Mm cdna @b^jo«i^' 
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^mULTco PCR-Script™AmpSKC)^D-->5^^y h (Xh^^z^->^ 
5 (Dm:^\zm\ lsIlRLfeDNA^::^^X5 H'^^^^-pCR-Script Amp SKC)/v 
1)-:f^a-->irhrco Cltl^xe^xUtT nU (Escherichia col 0 DH5 
a coipetent cell (h-a-jj?-) izmXhTl^M^mLrci^. cDNAffA»r 

10 (S) (DBM^^i^ L coU DH5 a /hSLC-1 {S)t\ih SLC-1 tt) (OmMWii^ 
coliDHS Qr/hSLC-ia)^#)fe. ©'Jr^t^P-^^r^tfJ^U ^^-^tf LB^ifi 
T?-I!^B«SIU QIAprepS mini prep (^7^>^ &ffiViT::^7X5 H DNA 
^MiSLfc. MSSLfcDNA©-^<&fflViTf!IIS^mSal I:feJ;tXSpe l\Z^ 

^mm^fffsi^\ ^x-^nx\^^^^^ii^cdmm>^(D±t-^^mmL-fto 

15 MJil(D^MO)fc^0Rj^\tdyedeoiy Terminator Cycle Sequence Kit (/I— 

fe. '^Bnrci7a-><Dmm\t. t-hsic-im^i-^mmtLxmnn^: 

.. 1 0*3J;t)Cl l©^fifeDNA:/^-f7-Tiii|@$n<5^#DNAS3^ (gB^J# 
# : 1.4) :feJ:JXth SLC-1 5tfi^$^S^:LTE^J#^: 1 2:feJ:Utl 3 
20 ©-^^DNAT'^'TV-Tfiiili^n^'^^DNASB^J (ie^J#-^ : 1 5) fc^ 

1-9 h h SLC-1 (s) mm cHo m*5i;utt h SLC-1 a) mm m mm 
1-8 xmm-Himm-^nrc t: h slc-i (s) t, t h slc-i (DUimA^ 

25 nrcy^;^^ KJc:J;oT?^«tlg^$nfcL coll (D^\n->^r) Plasfflid 
Midi Kit (^7y>H:) S:fflViT:7'^X5 H&Pi!L, ftllSSl^gSal I :fe<t 
t/^ Spe I -e^»f LT-Y >it- hSR^^^«} D Hi Lfc. >U— h DNA 
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>1?— h DNA Sal I iQ^XS Spe I T^^rbfeSiMJIfe^i^ffl^i^ ^ 
— KpAKKO-lllH (Hinuma, S. et al. Biochim. Biophys. Acta. Vol. 

1219. pp. 251-259 (xm)BW.omm.m tm-<D^!7 ^-'z^yT.^Y) 

5. Sffly^X 5 H pAKKO-hSLC-1 (S) t pAKKO-hSLC-1 a) ^m^htz. 

pAKKO-hSLC-1 (S)^<tr;pAKKO-hSLC-l a)TJ^JIl£^b;'t Lcoli DH5 a ( h 
-3-3}?-) ti^rn^. Plasmid Midi Kit (4^Ty>*fc) <&^ViTpAKKO- 

hSLC-1 (S) t pAKKO-hSLC-1 (L) (DZ^yX^ h* DNA ^p® Lfco Z.n^ Cel IPhect 
Transfection Kit (7^5/^A7 7;i''^S<7;1^^x^^a) ^fflV^^f^^^ 
"lo D h::iMzU'DX CHO dhfr«(c«Abfe. 10 g © DNA $U >^;^7;WS/ 
t>A<i:0^aJi^?g?iU imfm\Zl x lO'^^ttl x lO'fflpCHO dhfr 
jfflia^SaL/felO cm'>i'-U'fcjiJnbfc, 10%^75^JI&iejfil^f S-^tf MEM a 

15 l(S) ]t^^ACH0«-T:^§J^Sfem«<^nP--56i^D->i3ckt;i\ 

fc h sLc-1 (L) »^#A CHO mmxh^i^m.mimm.ou u--6i ^ 

##«RJ 1-10 h h SLC-1 (S) J;^;t h SLC-1 a) mRNA 0^^*©iliViJi 

20 1-9 t?<tit$nfc CHO/hSLC-1 (S)t!^ 56 ^ D->:fe CHO/liSLC- 

1(1) i^61 ^^o— mRNA ©^^*<&CytostarT Plate (T"75^^A77;P 

LtSio CHO/hSLC-l(S)^:fecktXCHO/hSLC-l(L) ^©^^^ D->^ Cytostar T 
Plate well t 2. 5 x lO^^-flP^abT 24 i^F^i^«Lm 10%5j>;PT 
25 U>fCJ;oT5iijia$@5eL;fe. #wellfc0.25% TritonX-100 S^JPLTiaB 
^(Dmm^^MtM. »'S 7^;H/fcga5!l#^ : l e® rlboprobe *Jn;lT 
;W:/U:5^'fX$-&;'S:, 20 mg/ffll ©RNaseA *#well CJP;lTjifii© .. 
riboprobe &?mbb, ^1/- h^J;<^fet^Lfc^. /W T'UiS^^Xbifc 
riboprobe ®&l>rStt& Topcounter TSfl^gb/S:. &l>r^ft®iSVi^;6iiRNA 
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57 

nmm l ^mi\:^^(D GTP r S;H >-rw' >^7!yfe-l' *fflVifc7>i5'::f 

u ymmm^m^m^^ (ph ?. 4) nth. *3 j;^;-^ h slc-i m m 

-do DM NaHC03 , 5 mM EDTA, pH 7.5)<& 10 ml JP^> tJ^U ^D>J^^^>>:^ 
1f-§fflViT5ixqE>?4^- h Lfe.400Xg T 15 4)'K]t'i>LT#e>n:fc±if 

$ e»fc: 100, oooxgT 1 mmm>ij'V.mm6><DVcm^^mcoZ.<Dmmi^^ 2 ii 

(D7y±.^ J^^yy 7 -[^0 m Tris-HCKpH 7.5), 1 mM EDTA, 0.1% BSA('^ 
15 >^jfil?t7;pp^5», 10 mM MgC12, 100 diM NaCK 1 ^ M GDP (^7/v>5' 
U >m) > 0. 25 mMPMSF(7xn;i/^5";i/7>;i'7j^n;i'7;i':t^'1' K), Img/ml 
^yX:$'5^X 20mg/ml D-f^yg^X 10 mg/ml 7:i-;^7*75 H>] tSi 
SSb, l00,000XgTmra3S>L^l/;fc. efciltftbT|EliR$tifcMH^&»CK 

20 ml (D7y±-( j-^yy7-\zmmv. -so* cru^L. mm^ 

mmmm^ in n i ^j^^htz^. m%Qmwx^w.Ltz 3xio-'»m mch 2 u k 

S>!rC7)|gS»IRLfcS^®fe^t;'&«fe^^2 M K :fe^t/C"S] -Guanos ine5' -(r 
25 -thio) triphosphate (H-'fb^^ift IfcU) 25 1 ^n-^tl^JPLfcGM 
JiSJ8li^i»S:20 M g/ml> [*'S]-Guanosine5'-(r-thio) triphosphate i^ji^.: 
0.33nM), ^(DKmi^2l'C-Qmm. mWhUifi^K^-^^-k.^. ^'yT.y 
>l';Ui5'-(GF-C)^&fflViTPj^^l5jiib, ^ib\zm^m. (50mM Tris-HCl M« 

PH7. 5) 300 m i-e3ieii5t#Ufc. ^vT^y ^ )\^^-\Lm^-yy=^v-^---ik 
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50ml »L> n'orzmm^^m.Wz^>f'U->'3>ti^>^'-'rm^vrc. 
muLtct^on^^)/ (MCH ^m\ii^ftt^(Dmm^-mso 









0. 3 




0. 02 



15 



wo 01/87834 



PCT/JPOl/04015 



1. ^ 

R — X — N B Ha 




(I) 



R2 - 



6 [^4', R«7K^®^, /\uy>m'f'^^\tmm^^^hx^^xh^^^m^ 

x\tm'^^^rcu^m(Dmi'^ i tji^^^v i o ©x^t— ti--^ : 

mmt^^mm^t th\zm^mmLx^^x-h^\,^^^mmmm^m}$.L 

L 6 0;^^— 0 , R ^cfeJct^R ^m-i^^Umi3i':>X7^^^^1^rc 
5. ^ 
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/ 



Ar^~X — NB I A 



Y — 



N 



(!') 



X«jg^#^;fe^t±il0li^i: 1 1 0 y— ^ ; 
Yft^m^H^ic 1 L 6 ©X^-iJ— ; 

B ^5ltt$ 6. fcfi«IS^WbTViTt>a: 5 ;^Vi b 9 M-^S^I^af 
81* ; 

15 T'ba;VMf7xZi»j;i/7?i!a:Vi. ^fc, YS-CO-CCCRa)©,^- (Ratt 

n'mmii^^t^i>\ r 2«gi-^^^Mi^*5a;DfYti'fefcffm»*# 
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9. X^^Z^Yr^-$tl^7.^—*)—i)K -0- ; -S- ; -CO- ; -SO- ; 

-SO 2- ; -NR 8- (R m^mm^. ADy>-fb$nTViTt)i:vi c i-67;i/ 

12. ^ 




1 3. R^i:R2i:«g-r§^^/^^itt{cSII»$^bWTt)«tlri^ 

16. if 5 ^m,(oiY,'^mo^u ]^=7v V. 

Ar'-X-L (lib) 
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NB llAj— Y ; (lllb) 

" R2 • 




Ar^ — X — N B [I AJ— Y — N (T) 

'*••• 

1 8. 

0 

— « I. 'I II 
R—X— N B ||Aj-Ya-C — ^Z-Rb (I") 

10 X& ; 
15 ^ ; 

Y a {^75 y»-TrS^^nfc211'I4^g^^^mSWL.^Vi. ] T^^tl^ 

20 1 9. R;i57jc^Mi^T^§W*^l 8tB^©fb-&!^. 

2 0. Ya3&^-(CH2)^iC0(CH2)^2- (wl :feJ;tJfw2 e0 3S:liU5©Sic 
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10 



15 



2 1. zt)icm^^m^mi 8t&m<Dit'^!^o 

2 3. 



— N B 




-a> xx>, rx>--o> 

/ 

2 4. if^^l 8lB«(D^b^tl^feJi^O:S<^-&^L.T?5:§E^m^«#l. 
2 5 . m^m 1 8 iB«©^b'&#;cD7'o H y v 
2 6. S;: R-X-L (Ila) 

$ns{b^tis;fctt-e©Jtt, ^ 

0 

II /"A 

Ya-C — N Z-Rb (lllc) 



0 



H — N B 




R — X — N B 




Ya-C— N^^^ ^Z-Rb 



(I") 



20 
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(I 



5 A^fi^^fcfim»*WbTViTfeJ;Vi^>-1f>^?: ; 

2 9 . 2 7 E^w^k'&tKDy D H 7 
15 3 0.^ 



R_x-N B i| aJ-o-cchP^^— w z-Rc (I'"") 



w2ttO?^j:ViL5©SiC& ; 
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37. 



Tt>J:< , R '«llg-r5^^M^:f5i;t;Y tit) (Cg^a^WLTViT feet 




38. 
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(I'") 



5 Y b 1 J^Vi b 6 ©;^^-iJ— * ; 

Wi^^^Lx^f^x^^^^^'^^mmMn^mmiyxif^xh^^^ Tt/^u Yb 

«-C0- (C(R a)H)„3- (R ati7K*li^*fc(i«ilS*WtTViTVi'b 
15. ^^^mit7mM^> na\t\ fcJV^b 10 ©SiC^^-T) T/^Vio ] T«$n§ 

R — X — N B II a;4— Y - N : (I) 



20 
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10 4 0. mmm<D^m • ?^si^jsii7i-rs;fc8e)0^ s 

R— X — N B IJ yQ— Yb— N (I'") 



XJiig-&^^fe«±m©M^Fit 1 ;5:V>L 1 0 iJ— * ; 

20 i\i-A^m&'^it\mWk^mhx\>^xhi:\^mmm^^-tti\ r^^r^^ih 

f^-CO- (C(R a)H)..- (R att>!K5^M^*fcttSm»^WL.TViTVit> 
25 «fcVi^<b7K^«S. n aJt 1 ;^Vit 10 ©Sic^^^l") Xti^\ ] T^$n§ 



wo 01/87834 PCT/JPOl/04015 

l/ll 

SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Melanin Concentrating Horoone Antagonist . 
<130> 2728WO0P 
<150> JP 2001-116219 
<151> 2001-04-13 
<150> JP 2000-148647 
<151> 2000-05-16 
<160> 16 
<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 
<223> 
<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 
<223> 
.<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin 
1 

He Ser Asp Gly 
20 

Thr Gly Ser Val 

35 

Thr He Cys Leu 
50 

Val Val Lys Lys 
65 

Phe He He Asn 

Pro Phe Met He 
100 

Glu Thr' Met Cys 
115 

Thr Ser Thr Tyr 
130 

Thr Val His Pro 
145 

Thr Leu Val He 

Pro Val Trp Leu 
180 

Gly Cys Gly He 
195 

Thr Leu Tyr Gin 
210 
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Asn Ala Ser Asn 
15 

Ser Pro Pro Arg 
30 

Ser Val Phe Gly 

45 

Val He Phe Ala 

Val Pro Asp He 

80'. 

Leu Leu Gly Met 

95 

Trp His Phe Gly 
110 

Asn Ser Gin Phe 
125 

Arg Tyr Leu Ala 

Pro Ser Met Ala 
160 

He Ser He Thr 
175 

Gly Gly Ala Val 
190 

Leu Tyr Trp Phe 

205 

Phe Val Val He 



2/11 



Thr Ser Leu Leu Ser Thr Gly Pro 
5 10 
Gin Asp Asn Leu Thr Leu Pro Gly 
25 

Ser Tyr He Asn He He Met Pro 

40 

Leu Gly He Val Gly Asn Ser Thr 
55 60 
Ser Lys Leu His Trp Cys Ser Asn 

70 . 75 
Leu Ser Val Val Asp Leu Leu Phe 
85 90 
His Gin Leu Met Gly Asn Gly Val 
105 

Thr Leu He Thr Ala Met Asp Ala 
120 

He Leu Thr Ala Met Thr He Asp 
135 140 
He Ser Ser Thr Lys Phe Arg Lys 

150 155 
Cys Leu Leu Trp Ala Leu Ser Phe 
165 170 
Tyr Ala Arg Leu He Pro Phe Pro 
185 

Arg Leu Pro Asn Pro Asp Thr Asp 

200 

Phe Phe Leu Ala Phe Ala Leu Pro 
215 220 
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Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

• 260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 

275 280- 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 . 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
<400> 4 

gtcgacatgg atctgcaaac ctcgttgctg tccactggcc ccaatgccag caacatctcc 60 
gatggccagg ataatctcac attgccgggg tcacctcctc gcacagggag tgtctcctac 120 
atcaacatca ttatgccttc cgtgtttggt accatctgtc tcctgggcat cgtgggaaac 180 
tccacggtca tctttgctgt ggtgaagaag tccaagctac actggtgcag caacgtcccc 240 
gacatcttca tcatcaacct ctctgtggtg gatctgctct tcctgctggg catgcctttc 300 
atgatccacc agctcatggg gaacggcgtc tggcactttg gggaaaccat gtgcaccctc 360 
atcacagcca tggacgccaa cagtcagttc actagcacct acatcclgac tgccatgacc 420 
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attgaccgct acttggccac cgtccacccc atctcctcca ccaagttccg gaagccctcc 480 
. atggccaccc tggtgatctg cctcctgtgg gcgctctcct tcatcagtat cacccctgtg 540 
tggctctacg ccaggctcat tcccttccca gggggtgctg tgggctgtgg catccgcctg 600 
ccaaacccgg acactgacct ctactggttc actctgtacc agtttttcct ggcctttgcc 660 
cttccgtttg tggtcattac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 
gtggccccag cctcccaacg cagcatccgg cttcggacaa agagggtgac ccgcacggcc 780 
attgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct gcagctgacc 840 
cagctgtcca tcagccgccc gaccctcacg tttgtctact tgtacaacgc ggccatcagc 900 
ttgggctatg ctaacagctg cctgaacccc tttgtgtaca tagtgctctg tgagaccttt 960 
cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 
aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 5 
<211> 262 
<212>RNA 
<213> Rat 
<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 
uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 
aucagcuguc ugagcguugc ugaccgugcg gagcugcccc ugggcugcag gcuucacuga 180 
caacaccaag cguuuucgaa aggucucaca gagcacuaug uacacaaagg gguucaggca 240 
gcuguuagca uagcccaagc ug 262 
<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

caacagctgc ctcaaccc 18 
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<210> 7 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 
<400> 7 

cctggtgatc tgcctcct 18 

<210> 8 

<211> 1275 

<212> DNA 

<213> Human 

<400> 8 ' 

taggtgatgt cagtgggagc catgaagaag 
ggcagcggct gccaggctac ggaggaagac 
ggacaaggtg gcaggcgctg gaggctgccg 
cggttgtggg agcaggcgac cggcactggc 
actggtccca acgccagcaa cacctctgat 
cctcctcgca cggggagcat ctcctacatc 
atctgcctcc tgggcatcat cgggaactcc 
aagctgcact ggtgcaacaa cgtccccgac 
ctcctctttc tcctgggcat gcccttcatg 
cactttgggg agaccatgtg caccctcatc 
agcacctaca tcctgaccgc catggccatt 
tcttccacga agttccggaa gccctctgtg 
ctctccttca tcagcatcac ccctgtgtgg 
ggtgcagtgg gctgcggcat acgcctgccc 
ctgtaccagt ttttcctggc ctttgccctg 
aggatcctgc agcgcatgac gtcctcagtg 



ggagtgggga 


gggcagttgg gcttggaggc 


60 


ccccttccca 


actgcggggc ttgcgctccg 


120 


cagcctgcgt 


gggtggaggg gagctcagct 


180 


tggatggacc 


tggaagcctc gctgctgccc 


240 


ggccccgata 


acctcacttc ggcaggatca 


300 


aacatcatca 


tgccttcggt gttcggcacc 


360 


acggtcatct 


tcgcggtcgt gaagaagtcc 


420 


atcttcatca 


tcaacctctc ggtagtagat 


480 


atccaccagc 


tcatgggcaa tggggtgtgg 


540 


acggccatgg 


atgccaatag tcagttcacc 


600 


gaccgctacc 


tggccactgt ccaccccatc 


660 


gccaccctgg 


tgatctgcct cctgtgggcc 


720 


ctgtatgcca 


gactcatccc cttcccagga 


780 


aacccagaca 


ctgacctcta ctggttcacc 


840 


ccttttgtgg 


tcatcacagc cgcatacgtg 


900 


gcccccgcct 


cccagcgcag catccggctg 


960 
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cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt tgtgtgctgg 1020 
gcaccctact atgtgctaca gctgacccag ttgtccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 
gtgtacatcg tgctctgtga gacgttccgc aaacgcttgg tcctgtcggt gaagcctgca 1200 
gcccaggggc agcttcgcgc tgtcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 
agcaaaggca cctga 1275 
<210> 9 
<211> 422 
<212> PRT 
<213> Human 
<400>..9 

MeT Ser Val Gly Ala MeT. Lys Lys Gly Val Gly Arg Ala Val Gly Leu 
15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30, 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn He He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly He He Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 
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Asn Yal Pro Asp He Phe lie lie Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu MeT Gly Asn Giy 

165 170 175 

Yal Trp His Phe Giy Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr lie Leu Thr Ala MeT Ala He 

196 200 205 

Asp Arg Tyr Leu Ala Thr Yal His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Yal Ala Thr Leu Yal lie Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Yal Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Yal Gly Cys Giy He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Yal Yal He Thr Ala Ala Tyr Yal Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Yal Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Yal Phe Phe Yal 

325 330 335 

Cys Trp Ala Pro. Tyr Tyr Yal Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Yal Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Giy Tyr Ala Asn Ser Cys Leu Asn Pro Phe Yal Tyr lie Yal Leu Cys 
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370 375 380 

GIu Thr Phe Arg Lys Arg Leu Yal Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

405 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 . 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

actagttcag gtgcctttgc tttctgtcct c 31 
<210> 12 
<211> 33 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 12 ■ 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
•<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 13 

aactagttca ggtgcctttg ctttctgtcc tct 33 
<210> 14 
<211> 1074 

<212> DNA 
<213> Human 
<400> 14 

gtcgacatgg acctggaagc ctcgctgctg cccactggtc ccaacgccag caacacctct 60 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag catctcctac 120 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat catcgggaac 180 
tccacggtca tcttcgcggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 240 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg catgcccttc 300 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccctc 360 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac cgccatggcc 420 
attgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg gaagccctct 480 
gtggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat cacccctgtg 540 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg catacgcctg 600 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct ggcctttgcc 660 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgcagcgcat gacgtcctca 720 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac ccgcacagcc 780 
atcgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct acagctgacc 840 
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cagttgtcca tcagccgccc gaccctcacc tttgtctact tatacaatgc ggccatcagc 900 
ttgggctatg ccaacagctg cctcaacccc tttgtgtaca tcgtgctctg tgagacgttc 960 
cgcaaacgct tggtcctgtc ggtgaagcct gcagcccagg ggcagcttcg cgctgtcagc 1020 
aacgctcaga cggctgacga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 

agtcgacatg tcagtgggag ccatgaagaa gggagtgggg agggcagttg ggcttggagg 60 
cggcagcggc tgccaggcta cggaggaaga cccccttccc aactgcgggg cttgcgctcc 120 
gggacaaggt ggcaggcgct ggaggctgcc gcagcctgcg tgggtggagg ggagctcagc 180 
tcggttgtgg gagcaggcga ccggcactgg ctggatggac ctggaagcct cgctgctgcc 240 
cactggtccc aacgccagca acacctctga tggccccgat aacctcactt cggcaggatc 300 
acctcctcgc acggggagca tctcctacat caacatcatc atgccttcgg tgttcggcac 360 
catctgcctc ctgggcatca tcgggaactc cacggtcatc ttcgcggtcg tgaagaagtc 420 
caagctgcac tggtgcaaca acgtccccga catcttcatc atcaacctct cggtagtaga 480 
tctcctcttt ctcctgggca tgcccttcat gatccaccag ctcatgggca atggggtgtg 540 
gcactttggg gagaccatgt gcaccctcat cacggccatg gatgccaata gtcagttcac 600 
cagcacctac atcctgaccg ccatggccat tgaccgctac ctggccactg tccaccccat 660 
ctcttccacg aagttccgga agccctctgt ggccaccctg gtgatctgcc tcctgtgggc 720 
cctctccttc atcagcatca cccctgtgtg gctgtatgcc agactcatcc ccttcccagg 780 
aggtgcagtg ggctgcggca tacgcctgcc caacccagac actgacctct actggttcac 840 
cctgtaccag tttttcctgg cctttgccct gccttttgtg gtcatcacag ccgcatacgt 900 
gaggatcctg cagcgcatga cgtcctcagt ggcccccgcc tcccagcgca gcatccggct 960 
gcggacaaag agggtgaccc gcacagccat cgccatctgt ctggtcttct ttgtgtgctg 1020 
ggcaccctac tatgtgctac agctgaccca gttgtccatc agccgcccga ccctcacctt 1080 
tgtctactta tacaatgcgg ccatcagctt gggctatgcc aacagctgcc tcaacccctt 1140 
tgtgtacatc gtgctctgtg agacgttccg caaacgcttg gtcctgtcgg tgaagcctgc 1200 
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agcccagggg cagcttcgcg ctgtcagcaa cgctcagacg gctgacgagg agaggacaga 1260 

aagcaaaggc acctgaacta gtt 1283 

<210> 16 

<211> 420 

<212> RNA 

<213> Human 

<400> 16 

caaaagcugg agcuccaccg cgguggcggc cgcucuagcc cacuaguuca ggugccuuug 60 
cuuucugucc ucuccucguc agccgucuga gcguugcuga cagcgcgaag cugccccugg 120 
gcugcaggcu .ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 
acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu guauaaguag 240 
acaaagguga gggucgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 
gcccagcaca caaagaagac cagacagaug gcgauggcug ugcgggucac ccucuuuguc 360 
cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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Continiaation of Box No. 1-2 of contintiation of first sheet (1) 



The subject matter of each of claims 1-36, 39 , and 40 relates to an extremely 
large number of compounds. As mentioned above, the subject matters of these 
claims are known in view of an extremely large number of docTiments, On the 
other hand, the corapoiinds specified in the description, which have specific 
chemi cal s t rue tures , are 1 imi t ed to an extremely sraal 1 proport ion of the cl aimed 
compounds. Virtually, it is extremely difficult to enumerate all the prior 
art documents which deny novelty/ inventive step because of the tremendous 
number thereof. In addition, the description does not contain a sufficient 
support for the sTibject matters as stated above- Consequently, the subject 
matters do not comply with given requirements in such a degree that a meaningful 
international search can be made. 

Incidentally, in this international search report, a search was made through 
prior art documents with respect to the compounds specified in the description . 



Continuation of Box No. II of continuation of first sheet (1) 

The subject matter of claim 1 relates to a melanin -concent rating hormone 
antagonist, while the subject matters of claims 5, 18, 27, and 30 relate to 
compounds. These subject matters, which each is described using a Markush 
form, each is known as described in a large number of piiblications as stated 
above. Since they do not have a special technical feature, e.g., having an 
inqportant chemical structural element common thereto, this application does 
not comply with the requirement of unity of invention. 
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Box I Observations where certain claims were found nnsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2Xa) for the fbtlowing reasons: 



g| Claims Nos.: 37^8 

because they relate to subject matter not required to be searched by this Authority, namely: 

The fimbject matter of claims 37 and 38 falls under the category of methods 
for treatment of the human body by therapy. 



3 Claims Nos.: 1-36^9,40 

because they relate to parts of the international application that do not comply with the prescribed reqairements to such an 
extent tiiat no meaningful international search can be carried out, specifically: 

See extra sheet. 



3. n Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box n Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this intemational s^plication, as follows: 
See extra sheet. 



1 . Q As all required additional search fees were timely paid by the applicant, tliis intemational search report covers all seaidiable 

claims. 

2. 1^ As all searchable claims could be searched widxwt effort justifymg an additional &e, this Autoity did not invite payment 

of any additional fee. 

3. Q As only some oftfae required additional search fees w^ timely paid by die applicant, ttusinternatiG^ 

only those claims for which fees were paid, specifically claims Nos.: 



4. Q No required additional search fees were timely paid by the applicant. Consequently, this intemational 
search report is restricted to the invention first mentioned in die claims; it is covered by claims Nos.: 



Remark on Protest Q The additbnal search fees were accon^ianied by the s^licanf s protest 
I I No protest accompanied the payment of additional search fees. 
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WO 98/29407 A2(H0ECHST MARION ROUSSEL INC ) 9 Tul 1998(09 0 
7. 98) RN=210173-21-0, 210173-15-2 etc. & WO 98/29407 A3 & 
US 6004977 A & AU 9854349 A & EP 950056 A2 & CN 1242012 A & 
BR 9714189 A & NO 9903180 A 


5_7 9 1V19 
22-26 


X 


WO 98/25611 Al (RHONE POULENC RORER PHARM. INC.) 18.Jun. 1998(1 
8. 06. 98) RN=209286-76-0 & AU 9855182 A & EP 944386 Al & 
CN 1244798 A & BR 9713921 A & JP 2001-506630 A & 
ZA 9711207 A & NO 9902853 A 


5-7, 9, 15-17 


X 


WO 98/06699 Al (SMITHKLINE BEECHAM PLC) 19. Feb. 1998(19.02.98) 
RN=203505-61-7 & AU 9742046 A & EP 922035 Al & US 6143762 A 
& JP 2000-517301 A & ES 2154470 A & ZA 9707191 A 


5-7,9. 15-17 


X 


WO 97/43305 A1(AG0UR0N PHARM. INC.) 20. Nov. 1997(20. 11.97) RN= 
199004-45-0 etc. 6 US 5856530 A & CA 2254343 A & AU 9730059 
A& ZA 9704108 A & EP 910572 Al ft JP 2000-506903 A ft 
US 5214799 A 


5-9, 12-17 


X 


WO 97/06158 Al (ASTRA PHARM. LTD. ) 20. Feb. 199i7 (20. 02. 97) RN^17 
5870-96-9 ft BR 9509297 A ft CN 1162310 A 


&-7,9, 15-17 


X 


WO 96/38471 Al (PFIZER INC.) 5. Dec. 1996(05. 12.96) RN=185057-4 
6-9 etc. & CA 2220055 A & EP 828754 Al ft JP 10-510511 A ft 
NO 9602162 A ft AU 9654554 A ft CN 1143647 A & US 5936089 A ft 
FI 9704368 A 


5-10, 13, 15-1 
7 


X 


WO 96/35713 Al (PFIZER INC.) 14. Nov. 1996(14. U. 96) RN=185057- 
4&-9etc. (7T5y-J&U 


5-7.9, 13, 15- 
17 
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C . 












X 


WO 96/6079 Al (SMITHKLINE BEECHAM PLC) 29. Feb. 1996(29. 02. 96) 
RN=178313-52-5 etc. ft EP 777650 Al & JP 10-504315 A & 
US 5817833 A 


5-12, 14-17 


X 


JP 7-330726 A (KISSEI PHARM.) 19. Dec. 1995 (19. 12. 95) RN=175837 
-69-1 etc. (7T^y-^jib) 


5-7,9.11.12. 
16, 17 


X 


JP 7-330725 A (KISSEI PHARM.) 19. Dec. 1995 (19. 12. 95) RN=l75837 
-45-3 etc. (7t 5 y-^it) 


5-7,9,11,12, 
15-17 


X 


TO 96/01817 AKASTRA AKTIEBOLAG) 25. Jaa 1996(25. 01. 96) RN=17 
5870-96-9 & AU 9524139 A ft EP 759027 Al & JP 10-500138 A & 
ZA 9508088 A & US 5807886 A & PI 9604463 A & NO 9604698 A & 
US 6117898 A 


5-7, 9, 16-17 


X 


EP 634401 Al (AMERICAN CIANAMID CO. ) 18. Jan. 1995(18.01. 95) RN 

=167158-96-5 & US 5387685 A & JP 7-179422 A & CA 2128139 A ft 
FI 9403392 A & NO 9402673 A ft AU 9467501 A & ZA 9405211 A & 
HU 218478 A & CN 1114650 A & US 5550149 A & US 5561141 A ft 
US 5639887 A 


5-7.9, 14-17 


X 


EP 656350 Al (SQUIBB BRISTOL MYERS CO.) 7. Jun. 1995(07.06.95) 
RN=166263-08-7 & CA 2132771 A ft US 5547966 A ft AU 9474463 A 
ft JP 7-188151 A 


.5-7.9,15-17 


X 


EP 600675 Al (KISSEI PHARM. CO. , LTD. ) 8. Jun. 1994(08.06.94) m= 
160969-34-6 etc. ft CA 2110454 A ft JP 6-220015 A ft 
US 5387603 A & JP 11-269117 A 


5-7,9-12. 15- 
17 


X 


WO 94/17035 A1(DR.KARL THOMAE GMBH) 4 Aug. 1994(04. Oa 94) RN= 
164648-50-4 etc. & DE 4301452 A ft DE 4326465 A & 
AU 9458841 A & EP 680469 Al ft JP 8-505862 A ft FI 9503467 A 
ft NO 9502869 A 


5-7.9,15-17 


X 


WO 94/08582 Al (OTSUKA PHARM. CO. . LTD. ) 28. Apr. 1994(28. 04. 94) 
RN^165311-28-4 etc. ft CA, 21246% A ft AU 9351614 A ft 
EP 620003 Al & CN 1098716 A ft JP 6-211800 A ft US 5622947 A ft 
US 5753644 A ft CN 1183277 A 


5-10, 12. 14-1 
7 


X 


JP 6-239841 A(EISAI CO., LTD.) 30. Aug. 1994(30.08.94) RN=16391 
5-76-2 etc. (7t^ y-JfcU 


5-7. 9. 12, 15- 
17 


X 


JP 6-16558 A(CHUGAI PHARM. CO. . LTD. ) 25. Jan. 1994(25. 01. 94) RN 
=142165-82-0 etc. (7 r $ y -J'Jt U) 


5-7. 9. 12, 13. '■ 
.15-17 
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X 


wo 94/02459 Al (PFIZER INC. ) 3. Feb. 1994(03. 02. 94) RN=155135-4 
4-7 & JP 6-041068 A & EP 651743 Al & BR 9306762 A & 
CN 1085894 A & ZA 9305304 A & HU 70182 A & NO 9500212 A & 
US 5541218 A 


5-9, 11,12. 15 
-17 


X 


EP 560235 AKTAKEDA CHEMICAL INDUSTRIES LTD.) 15. Sep. 1993 (1 
5.09.93) RN=153030-33-2 etc & AU 9333803 A & NO 9300783 A & 
ZA 9301510 A & US 5462934 A & CA 2091216 A & JP 6-166676 A & 
CN 1078969 A & HU 67283 A 


5-7.9-11, 13- 
17 


X 


WO 93/15077 AKCHUGAI SEIYAKU K.L) 5. Aug. 1993(05.08.93) RN= 
153304-35-9 etc. & JP 5-339268 A & ZA 9300556 A & 
CN 1077956 A & AU 9333676 A & EP 632038 Al & JP 6-016669 A & 
JP 6-016670 A 


5-7,9.12.15- 
17 


X 


EP 528369 A2(TH0MAE DR. KARL GMBH) 24. Feb. 1993 (24. 02^ 93) RN=1 
49354-54-1 etc. & DE 4127404 Al & CA 2076311 A & 
NO 9203235 A & AU 9221119 A & JP 6-025227 A & ZA 9206205 A ft 
IL 102847 A & US 5455348 A 


5,6.9.15-17 


X 


WO 92/03436 Al (CHUGAI PHARM. CO. , LTD. ) .5. Mar. 1992 (05. 03. 92) R 
N=142165-68-2 etc. & JP 4-352785 A & JP 4-368385 A & 
JP 5-132485 A & CA 2088665 A ft AU, 9183332 A ft CN 1059725 A ft 
EP 543997 Al & HU 64974 A ft JP 5-202047 A ft JP 5-194231 A ft 
US 5354753 A 


5-7,9,12, 13, 
15-17 


X 


EP 476935 Al (LILLY INDUSTRIES LTD.) 25. Mar. 1992 (25. 03. 92) RN 
=141452-04-2 etc. ft CA 2051460 A ft JP 4-230661 A ft 
US 5185361 A 


5-7,9, 12, 15- 
17 


X 


EP 300725 Al (SMITH KLINE AND FRENCH LAB. LTD.) 25. Jan. 1989 (2 
5.01.89) RN=125398-10-9 etc. & DK 8804006 A & AU 8819137 A ft 
JP 1-040461 A & ZA 8805241 A ft US 4866076 A 


5-7,9. 15-17 


X 


EP 263480 Al (CASSELLA A. -G. ) 13. Apr. 1988 (13. 04 88) RN=115070 

-97-8 ft DE 3633977 A ft DK 8704827 A ft FX 8704020 A ft 

US 4845099 A ft JP 63-091372 A ft ZA 8707453 A ft HU 45986 A 


5-7,9. 10. 12. 
13.15-17.30. 
32-34 


X 


EP 25864 Al (CASSELLA A. -G.) 1. Apr. 1981 (01. 04. 81) RN=77771-26 
-7 etc. & DE 2934609 A ft DK 8003518 A ft PI 8002562 A & 
NO 8002435 A ft US 4335123 A ft SU 965354 A & AU 8061793 A ft 
JP 56-034668 A ft ES 494535 A ft ZA 8005311 A ft CA 1154015 A ft 
IL 60927 A 


5-7.9. 10, 12, 
15-17 
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H^fflM#^ PCT/JPO 1/040 15 



c (m) 



X 



us 4242346 A(SMITHKLINE CORP.) 30. Dec. 1980(30. 12. 80) RN=7699 
3-41-4 (7t5U-*U 

US 4024128 A (HOFFMANN-LA ROCHE F. AND CO. ,A. -G. ) 17. May. 1977 
(17. 05. 77) RN=57846-56-7 etc. & DE 2507531 A & CH 593263 A & 
ZA 7500300 A & IL 46455 A & AU 7577595 A & NL 7501029 A & 
FX 7500379 A & SE 7501885 A & JP 50-117789 A & FR 2261774 A 
& CA 1055935 A & BE 825790 A & NO 7500593 A & DK 7500668 & 
ES 434930 A & GB 1472502 A & AT 7501344 A & CH 593941 A 

DE 2060720 A(TH0MAE DR. KARL GMBH) 22. Jun. 1972(22. 06. 72) RN=3 
1398-48-8 etc. & CH 567478 A & CH 567479 A & CH 568292 A & 
CH 568293 A & ES 397789 A & CA 960675 A & ES 398954 A & 
ES 398955 A & ES 398958 A & ES 398956 & ES 398957 

GB 1313539 A(THOMAE DR. KARL GMBH) 11. Apr. 1973(11. 04.73) RN=3 
5759-07-0 etc. & DE 2027436 A & ES 381248 A & CH 536842 A & 
BE 752760 A & IL 34820 A & NL 7009704 A & ES 393416 A 

GB 1244593 A(FARBENFABRIKEN BAYER A. -G. ) 2. Sep. 1971 (02. 09. 7 

1) RN=30059-27-9 etc. & DE 1921737 A & IL 34203 A & 

CH 537400 A & JP 49-045870 B2 & US 3752818 A & NL 7006208 A 

& BE 749742 A & FR 2042389 A 

WO 98/47876 A1(AKZ0 NOBEL N.V.) 29. Oct. 1998(29. 10. 98) RN=215 
448-37-6 etc. & ZA 9803176 A & AU 9876486 A & EP 975600 Al & 
US 6194409 A 

EP 555824 Al (DR. KARL THOMAE GMBH) 18. Aug. 1993 (18. 08. 93) RN=1 
52134-74-2 etc. & DE 4204270 A & US 5391556 A & HU 63624 A 
& AU 9332968 A & CA 2089466 A & NO 9300517 A & JP 6-016648- A 
& ZA 9300975 A & IL 104703 A 

Indian J. Chem., Sect. B (1987), 26b (7), p. 642-6 RN=119321-7fr-5 
etc 

EP 229623 A2(H0ECHST A.-G.) 22. Jul. 1987(22. 07. 87) RN=111447- 
88-2 etc. & DE 3600390 A & ZA 8700107 A & FI 8700056 A & 
EP 229623 A3 & HU 45046 A & HU 46305 A & US 4918073 A & 
NO 8700078 A & DK 8700082 A & AU 8767416 A & JP 62-167762 A 
& CN 87100040 A 



5-7,9, 15-17 



5,6,9,10,15- 
17 



5-7.9, 15-17 



5-7, 9, 13, 15- 
17 



5-7,9, 10,13, 
15-17 



18. 19, 21. 23- 
26 



18. 19,21,23, 
24-26 



30,32-34 



30,33-34 
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PX 


WO 01/21598 AKASTRAZENECA AB) 29. Mar. 2001 (29. 03. 01) RI»=3316 
42-65-0 (37 V-fiL) 


5-10, 12, 14-1 

7 


PX 


WO 01/05784 AKDU PONT PHARM.CO.) 25. Jan. 2001 (25. 01. 01) RIf=3 
21435-77-2 ( 7 7 5 ^ -Jfe U) 


5-10, 12, 13, 1 
5-17 


PX 


JP 2000-321732 A(FUJI PHOTO FILM CO.. LTD.) 24. Nov. 2000 (24. 1 
1.00) RN=307932-92-9 (77^y-*b) 


5-7,9, 12, 16, 
17 


X 


WO 95/20950 Al (CAMBRIDGE NEUROSCIENCE INC.) 10. Aug. 1995(10.0 
8. 95) RN=304465-19-8 & US 6143791 A & AU 9932226 A 


5-7,9, 12, 15- 
17 


X 


WO 00/21951 AKSMITHKLINE BEECHAM P.L.C.) 20. Apr. 2000(20. 04 
00) RN=264264-11-1 etc. (^r^y— /j:L) 


5,6.9. 13, 15- 
17 


X 


WO 00/17190 A2(S0CIETE DE CONSEILS DE RECHERCHES ET 

d' APPLICATIONS SCIENTIFIQUES) 30. Mar. 2000 (30. 03. 00) RN=26261 

3-41-2 etc. & WO 00/17190 A3 


5-7.9,12. 15- 
17 


X 


WO 00/12074 A2(SCI0S INC.) 9. Mar. 2000 (09. 03. 00) RN=260427-36 
-9 a WO 00/12074 A3 ft AU 9957936 A & EP 1107758 A2 


5-7,9. 10. 12, 
15-17 


X 


JP 2000-016984 A (PFIZER INC.) 18. Jan. 2000(18. 01. 00) RN=25411 
4-15-3 etc. & US 6200978 A 

\ 


5-7, 9. 13, 15- 
17 


X 


US 5767129 A (WARNER LAMBERT CO.) 16. Jun. 1998 (16. 06. 98) RN=20 
8925-23-9 etc. & US 5932573 A 


5-7,9. 13. 15- 
17 


X 


WO 98/07719 Al (DONG WlIA PHARM. IND. CO. , LTD. ) 26. Feb. 1998(26. 0 
2. 98) RN=203860-52-0 etc. & AU 9739529 A & CN 1228088 A 4 
JP 2000-505096 A & EP 1021437 Al & US 5929103 A & 
US 5932742 A 


5-10, 12, 13, 1 
5-17 


X 


WO 97/49695 AKSMITHKLINE BEECHAM PLC) 31. Dec. 1997(31. 12.97) 
RN=201 135-29-7 & EP 912550 Al & JP 2000-512646 A & 
US 6025367 A 


5,6,9,15-17 


X 


WO 97/40051 AKTAKEDA CHEMICAL INDUSTRIES LTD.) 30. Oct. 1997 
(30. 10. 97) RN=198895-12-4 etc. ft CA 2251625 A ft 
AU 9724048 A & JP 10-226689 A ft ZA 9703493 A ft EP 915888 Al 
&CN 1223659 A 


5-7 9 1^ 
17 


X 


WO 96/30014 Al (MERCK AND CO. , INC.) 3. Oct. 1996(03. 10. 96) RN=1 
83270-26-0 ft US 5631280 A & CA 2216526 A ft AU 9653218 A ft 
EP 817629 Al ft JP 11-503418 A 


5-7.9. 12, 15- 
17 
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wo 97/11069 Al (FUJISAWA PHARM. CO. , LTD. ) 27. Mar. 1997(27. 03. 9 
7) RN=189269-32-7 & AU 9669997 A & EP 861243 Al & 
JP 2000-515848 A & US 6008229 A & US 6100284 A 

WO 96/39382 Al (FUJISAWA PHARM. CO. , LTD. ) 12. Dec. 1996(12. 12. 9 
6) RN=186128-34-7 etc. & JP 11-506468 A 



WO 96/30014 Al (MERCK AND CO., INC.) 3.0ct. 19Q6(03. 10.96) RN=1 
83270-26-0 & US 5631280 A & AU 9653218 A & EP 817629 Al & 
JP 11-503418 A 

WO 96/17606 Al (BRISTOL-MYERS SQUIBB COMPANY) 13. Jun. 1996(13. 
06.96) RN=80565-83-^ & AU 9641771 A 

WO 96/08491 AKBANYU PHARM. CO. , LTD. ) 21. Mar. 1996(21.03.96) R 
N=177909-94-3 etc. & CA 2199855 A & AU 9534850 A & 
EP 781773 Al & CN 1163614 

WO 95/17398 AKSMITHKLINE BEECHAM PLC) 29. Jun. 1995(29. 06.95) 
RN=170691-ll-9 etc. & EP 736023 Al & JP 9-506885 A & 
US 5889022 A 

WO 95/13274 Al (PFIZER INC.) 18. May. 1995(18.05.95) RN=169949- 
31-9 etc. & CA 2176037 A & AU 9481049 A & EP 728132 Al & 
ON 1134148 A & JP ^00391 A & HU 76268 A & ZA 9408772 A & 
US 5750520 A 6 NO 9601841 A ft FI 9601939 A ft US 5861393 A 

EP 634401 Al (AMERICAN CYANAMID CO. ) 18. Jan. 1995(18. 01. 95) RN 
=167158-98-7 etc. ft US 5387685 A ft JP 7-179422 A & 
CA 2128139 A & FI 9403392 A & NO 9402673 A & AU 9467501 A & 
ZA 9405211 A & HU 71412 A & CN 1114650 A & US 5550149 A & 
US 5561141 A ft US 5639887 A 

WO 94/147035 Al (DR. KARL THOMAE GMBH) 4. Aug. 1994(04.08.94) RN 

=164644-27-3 etc. ft DE 4301452 A ft AU 9458841 A ft 

EP 680469 Al ft JP 8-505862 A ft FI 9503467 A ft NO 9502869 A 

EP 587180 A2 (SQUIBB E.R.AND SONS INC.) 16. Mar. 1994(16. 03. 94) 
RN=158944-51-5 etc. & US 53746743 A ft CA 2105959 A ft 
AU 9346240 Aft JP 6-293748 A 

WO 93/20065 Al (KYOTO PHARM. INDUSTRIES LTD. ) 14 Oct. 1993 (14. 1 
0. 93) RN=152631-13-5 etc. ft CA 2109931 Aft EP 597112 Al ft 
US 5538973 A . 



5-7.9, 12, 13. 
15-17 



1-7. 9. 12, 15- 

17,35,36,39, 

40 

5-7, 9, 12, 15- 
17 



5-9, 15-17 
5. 6. 13. 15-17 

5-12,14-17 



5-7. 9. 13, 15- 
17 



5-7,9, 13, 15- 
17 



5-7,9, 15-17 



5-7, 9, 15-17 



5-7. 9-13. 15- 
17 
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X 


wo 93/12754 A2 (ABBOTT LABORATORIES) 8. Jul. 1993 (08. 07. 93) RN= 

152149-1^4 etc. & WO 93/12754 A3 & US 5288749 A & 

IL 104022 A & AU 9332789 A & EP 646112 Al & JP 2001-505179 A 


1-7. 9-11, 15- 
17. 35, 36, 39. 
40 


X 


EP 517357 Al (MERCK AND CO. , INC. ) 9. Dec. 1992 (09. 12. 92) RN=148 
029-21-4 etc. & US 5175164 A & CA 2065078 A & JP 5^247030 A 


5-7. 9, 10. 12. 
13. 15-17 


X 


EP 508723 Al (MERCK AND CO.. INC.) 14. Oct. 1992(14.10. 92) RN=14 
5303-74-8 etc. & US 5151435 A & CA 2065049 A & JP 5-247031 A 


5-7.9, 10.12. 
13. 15-17 


X 


EP 343560 A2 (WAKUNAGA PHARM. CO. . LTD. ) 29. Nov. 1989 (29. 1 1. 89) 
RN=127169-05-5 & JP 2-062875 A & US 5026856 A & EP 343560 A3 


5-7,9. 13. 15- 
17 


X 


EP 38177 AKSMITHKLINE CORP.) 21. Oct. 1981(21. 10. 81) RN=80565 
-83-9 etc. & US 4315935 A & FI 8101082 A & AU 8169200 A & ' 
JP 56-161374 A & CA 1162545 A & DK 8101606 A & ES 501195 A & 
ZA 8102403 A & IL 62631 A & NO 8101278 A ft SU 1017169 A 


5-7,9, 15-17. 


X 


EP 230179 A2(R0USSEL-UCLAF) 29. Jul. 1987 (29. 07. 87) RN=113760- 
44-4 etc. & FH 2591595 A & JP 62-148485 A & US 4699907 A ft , 
HU 45996 A & CA 1266471 A ft US 4736042 A 


5-7.9. 10. 12, 
15-17 


PX 


WO 01/32626 AKSMiraKLINE BEECHAM PLC) 10. May. 2001 (10. 05. 01) 
RN=338959-31-2 (77-5 y-*U) . 


5-7.9.12. 15- 
17 


X 


US 5256789 A(PFIZER INC.) 26. Oct. 1993(26. 10.93) RN^138936-51 
-3 etc. (7r 5 y~/it) 


5-7,9. 11. 12. 
15-17 


X 


WO 93/00335 Al (PFIZER INC.) 7. Jan. 1993 (07. 01. 93) RN=147250-0 
0-8 etc. & JP 5-009181 A ft CA 2111460 A ft EP 591255 Al ft 
US 5478822 A 


5-7. 9. 15-17 


X 


JP 4-095070 A(TOYAMA KAGAKU KOGYO K.K-) 27. Mar. 1992(27.03.9 
2) RN=131964t45-^ i^T^V -Jfc L) 


5-7.9.12,14- 
17 


X 


WO 91/16298 AlCPFIZER INC.) 31. Oct. .1991 (31. 10. 91) RN=138911- 
11-2 etc. & J? 6-065204 A ft IL 97866 A & CA 2078216 A & 
AU 9177986 A ft EP 525111 Al & HU 61723 A & RR <)lflfi^67 A & 
CN 1060286 A ft ZA 9102935 A ft NO 180482 A 


5-7.9.11. 12. 
15-17 


X 


JP 3-181478 A(EANYU PHARM. CO.. LTD.) 7. Aug. 1991 (07. 08. 91) RN 
=137453-24r8 etc. (^r^y-^fcU) 


5-7.9.14-17 
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X 


wo 91/01724 AKSEARLE G.D..AND CO.) 21. Feb. 1991(21.02. 91) RN 
=136485-18-2 & EP 484437 Al & JP 4-506967 A & WO 92/01667 Al 


5-7,9,11,12. 
15-17 


X 


EP 422666 A2(ABB0n LAB.) 17. Apr. 1991 (17. 04. 91) RN=134648-23 
-0 etc. & US 4963563 A & CA 2027325 A & JP 3-145470 A 


1-7,9.14-17, 
35,36,39.40 


X 


EP 383281 AKTOYAM CHEMICAL CO., LTD) 22. Aug. 1990(22.08.90) 
RN=131964-45-9 ft JP 3-047158 A & JP 3-197422 A & 
JP 3-232830 A & CA 2009886 A & AU 9049392 A & HU 58272 A & 
DD 299960 A & ES 2027468 A & EP 587193 Al & FR 2643079 A & 
ZA 9001122 A & US 5280032 A & US 5472984 A & US 5658904 A & 
US 5612381 A & US 5719150 A & US 5872117 A 


1-7,9,12,14- 
17,35.36,39. 
40 


X 


JP 56-147768 A(TEIKOKU CHEMICAL INDUSTRY CO., LTD.) 16. Nov. 19 
81(16. 1L81) RN=81019-77-4 (7t ^ ^ - jfeU 


5-7, 9, 12, 15- 
17 


X 


EP 2792 AKSANDOZ A.-G.) U. Jul. 1979(11.07.79) RN=72694-99-6 
& FI 7803993 A & DK 7805835 A & JP 54-100366 A & 
ES 476529 A & AU 7943098 A & ZA 7900030 A 


5-7. 9, 10, 15- 
17 


X 


US 4156734 A (MERCK AND CO., INC.) 29. May. 1979(29.05.79) RN=64 
619-78-9 & US 4160835 A & US 5170654 A 


5-7,9-11 
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